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(54) Title: NOVEL SULFONAMIDE COMPOUNDS AND USES THEREOF 
(57) Abstract 

In accordance with Oie present invention, there is provided a novel class of sulfonamide compounds. Compounds of the invention 
contain a core sulfonamide group. Variable moieties connected to the sulfiir atom and nitrogen atom of the sulfonamide group include 
substituted or unsubstituted hydrocarbyl moieties, substituted or unsubstituted heterocycle moieties, polycyclic moieties, halogen, alkoxy, 
ether, ester, amide, sulfonyl, sulfonamidyl, sulfide, carbamate, and the like. Invention compounds arc capable of a wide variety of uses. 
For example sulfonamide compounds can act to modulate pmduction of amyloid p protein and are useful in the prevention or treatment 
of a variety of diseases. Pharmaceutical compositions containing invention compounds are also provided. Such compositions have wide 
utility for the prevention or treatment of a variety of diseases. 
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NOVEL SULFONAMIDE COMPOUNDS AND USES THEREOF 
FIELD OF TNWNTTniV 

The present invention relates to novel compounds which contain a sulfonamide moiety, and 
pharmaceutical compositions containing invention compounds. In addition, the present invention 
relates to therapeutic methods for the tireattnent and prevention of various disease conditions, especially 
Alzheimer's disease and other diseases relating to the deposition of amyloid. 

BACKGROUND OF THE TNVFNTinN 

Alzheimer's disease (AD) is a progressive, neurodegenerative disease characterized by memory 
loss, language deterioration, impaired visuospatial skills, poor judgment, and indifferent attitude. It is 
the most common form of dementia, affecting nearly 50% of tiie elderly population over 85 years of 
age. There is currently no effective ti-eatment to prevent the disease. 

One of the major histopathological hallmarks of Alzheimer's disease is senile plaques which 
are found only in the brain, and especially in regions associated with memory, reasoning and cognition. 
The major constituent of senile plaques is amyloid p protein, an insoluble 40-42 amino acid 
polypeptide. Amyloid p protein is normally found in tiie plasma and cerebrospinal fluid of healthy 
individuals although its function is unknown. In the disease state increased production and/or reduced 
removal of amyloid p protein results in increases in protein levels in plasma and cerebrospinal fluid and 
accumulation of the protein in the brain. 

Amyloid p protein is derived from amyloid precursor protein (APP) by proteolytic cleavage. 
Processing of APP to amyloid p protein and other APP cleavage fragments is governed by a group of 
enzymes termed secretases. One type of secretase, y-secretase, is responsible for the protein cleavage 
tiiat gives rise to amyloid p protein. Alfliough the existence of a protein having tiie activity of y- 
secretase has been suggested, neither the gene encoding tiie protein, nor tiie protein itself has been 
completely isolated and characterized. 

Thus, there is a continuing need in the art for compounds tiiat can specifically inhibit 
proteolytic cleavage of APP, thereby inhibiting amyloid p protein production. The present invention 
meets this and related needs by providing a family of novel compounds and related methods of use. 
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BRIEF DESCRI PTION OF THE INVENTION 



In accordance with the present invention, we have discovered a class of sulfonamide 
compounds that inhibit amyloid p protein production. Compounds of the invention contain a core 
sulfonamide group. Variable moieties are connected to the sulfur atom and nitrogen atom of the 



unsubstituted heterocyclic moieties, polycyclic moieties, halogen, alkoxy, ether, ester, amide, sulfonyl, 
sulfonamidyl, sulfide, and carbamate. 

Invention compounds are capable of a wide variety of uses. For example, invention 
sulfonamide compounds can act to modulate amyloid p protein and are useful in the prevention and/or 

10 treatment of a variety of diseases. Without wishing to be bound by any theory, invention compounds 
are believed to act by blocking the proteolytic processing pathways that result in the formation of 
amyloid P proteins. Invention compounds are believed to act by inhibiting proteolytic cleavage of 
amyloid precursor protein (AFP), the large precursor protein from which amyloid p protein is derived. 
Therapeutic indications for compounds with this inhibitory activity include disorders of the central 

15 nervous system in which amyloid P protein accumulates in the cerebral extracellular perivascular space, 
such as Alzheimer's disease. Pharmaceutical compositions containing invention compounds also have 
wide utility. 



S sulfonamide group and include substituted or unsubstituted hydrocarbyl moieties, substituted or 



PE TAI L EP DESCRIPTION OF TM nwgTOON 



In accordance with the present invention, there are provided compounds having the structure: 



\/ 
C 




O 



20 



and pharmaceutically acceptable salts thereof, wherein: 



D is hydrogen, substituted or unsubstituted hydrocarbyl, substituted or unsubstituted 
heterocycle optionally having one or more double bonds, halogen, alkoxyl, ester, amide, or 



D and G, taken together, form a substituted or unsubstituted cyclic moiety; and 



25 



E, is hydrogen, substituted or unsubstituted hydrocarbyl, substituted or unsubstituted 
heterocycle optionally having one or more double bonds, alkoxyl, amide, sulfonyl, 
sulfonamidyl, sulfide or alkoxyl; or 
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E and J, taken together, form a substituted or unsubstituted cyclic moiety; and 

G, when not part of a cychc moiety including D, is substituted or unsubstituted hydrocarbyl, 
substituted or unsubstituted heterocycle optionally having one or more double bonds, amine, amide, 
ester, ether or carbamate; and 

5 J, when not part of a cyclic moiety including £, is substituted or unsubstituted hydrocarbyl, 

heterocycle optionally having one or more double bonds. 

As employed herein, "hydrocarbyl" refers to straight chain, branched chain and cyclic ring- 
containing) monovalent and bivalent radicals derived from saturated or unsaturated moieties containing 
only carbon and hydrogen atoms. Straight and branched chain radicals have in the range of about 1 up 
10 to 12 carbon atoms and cyclic hydrocarbyl radicals have in the range of about 3 up to about 20 carbon 
atoms. The term "substituted hydrocarbyl" refers to hydrocarbyl moieties further bearing substituents 
as set forth below. 

Exemplary straight or branched chain hydrocarbyl moieties include alkyl moieties, alkenyl 
moieties, polyalkenyl (e.g., dialkenyl moieties, and trialkenyl moieties), alkynyl moieties, alkadiynal 
15 moieties, alkatriynal moieties, alkenyne moieties, alkadienyne moieties, alkenediyne moieties, and the 
like. 

Exemplary cyclic hydrocarbyl moieties include cycloalkyl moieties, cycloalkenyl moieties, 
cycloalkadienyl moieties, cycloalkatrienyl moieties, cycloalkynyl moieties, cycloalkadiynyl moieties, 
aromatic moieties, spiro hydrocarbon moieties wherein two rings are joined by a single atom which is 

20 the only common member of the two rings (e.g„ spiro[3.4]octanyl, and the like), bicyclic hydrocarbon 
moieties wherein two rings are joined and have at least two atoms in common (eg., bicyclo 
[3.2.1]octane, bicyclo [2.2.1]hept-2-ene, and the like), ring assemblies wherein two or more cyclic 
systems {Le,, single rings or fused systems) are directly joined to each other by single or double bonds, 
and the number of such ring junctions is one less than the number of cyclic systems involved (e.g.7 

25 biphenylyl, biphenylylene, radicals of;?-terphenyl, cyclohexylbenzyl, and the like), polycyclic moieties, 
and the like; 

"alkyl'* refers to straight or branched chain alkyl radicals having in the range of about 1 up to 12 
carbon atoms; "substituted alkyl" refers to alkyl radicals further bearing one or more substituents such as 
cycloalkyl, cycloalkenyl, aryl, heterocycle optionally having one or more double bonds, halogen, alkoxy, 
30 cyano, cyanomethyl, nitro, amino, amide, amidine, hydroxy, carboxyl, carbamate, ether, ester, sulfonyl, 
sulfonamide, mercapto, and the like; "lower alkyl" refers to alkyl radicals having in the range of about 1 up 
to 6 carbon atoms; "substituted lower alkyl" refers to lower alkyl radicals further bearing one or more 
substituents as set forth above; 
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"alkenyl" refers to straight or branched chain hydrocarbyl radicals having at least one carbon- 
carbon double bond, and having in the range of about 2 up to 12 carbon atoms, and "substituted alkenyl" 
refers to alkenyl radicals further bearing one or more substituents as set forth above; "lower alkenyl" refers 
to alkenyl radicals having in the range of about 2 up to 6 caibon atoms; "substituted lower alkenyl" refers 
5 to lower alkenyl radicals further bearing one or more substituents as set forth above; 

"alkynyl" refers to straight or branched chain hydrocarbyl radicals having at least one carbon- 
carbon triple bond, and having in the range of about 2 up to 12 carbon atoms, and "substituted all<ynyl" 
refers to alkynyl radicals further bearing one or more substituents as set forth above; 

"cycloalkyl" refers to ring-containing radicals containing in the range of about 3 up to 20 carbon 
1 0 atoms, and "substituted cycloalkyl" refers to cycloalkyl radicals further bearing one or more substituents as 
set forth above; 

"cycloalkenyl" refers to ring-containing radicals having at least one carbon-carbon double bond in 
the ring, and having in the range of about 3 up to 20 caibon atoms, and "substituted cycloalkenyl" refers to 
cyclic alkenyl radicals further bearing one or more substituents as set forth above; 

15 "cycloalkynyl" refers to ring-containing radicals having at least one carbon-carbon triple bond in 

the ring, and having in the range of about 7 up to 20 carbon atoms, and "substituted cycloalkynyl" refers to 
cyclic alkynyl radicals further bearing one or more substituents as set forth above; 

"aromatic" refers to hydrocarbyl radicals having one or more polyunsaturated carbon rings having 
aromatic character, and having in the range of about 6 up to about 14 carbon atoms, and "substituted 
20 aromatic" refers to aromatic radicals further bearing one or more substituents as set forth above; 

"aryl" refers to mononuclear aromatic radicals having 6 carbon atoms and fiised ring aromatic 
radicals having up to about 14 carbon atoms, Le, polynuclear aromatic radicals, and "substituted aryl" 
refers to aryl radicals further bearing one or more substituents as set forth above; 

"alkylene" refers to divalent alkyl moieties wherein said moiety serves to link two structures 
25 together; "substituted alkylene" refers to alkylene moieties further bearing one or more substituents as set 
forth above; 

"alkenylene", refers to divalent alkenyl moieties wherein said moiety serves to link two structures 
together; "substituted alkenylene" refers to alkenylene moieties further bearing one or more substituents as 
set forth above; 
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"arylene" refers to divalent aryl moieties wherein said moiety serves to link two structures 
together; "substituted arylene" refers to arylene moieties further bearing one or more substituents as set 
forth above; 

"heterocycle" refers to ring-^ntaining monovalent and bivalent radicals having one or more 
S heteroatoms (eg., N, O, S) as part of the ring structure, and having in the range of 3 up to 20 atoms in the 
rings. Heterocyclic moieties may be saturated or unsaturated containing one or more double bonds, and 
may contain more than one ring. Heterocyclic moieties include, for example, monocyclic moieties such as 
piperazinyl, morpholinyl, thiomorpholinyl, imidazolyl, pyrimidinyl, isothiazolyl, isoxazolyl, pyrazinyl, 
pyrimidinyl, pyrazolyl, pyrrolyl, furanyl, pyranyl, thienyl, isoimidazolyl, triazolyl, dithiolyl, oxadithiolyl, 
10 isoxazolyl, oxazolyl, thiazolyl, isothiazolyl, pyronyl, dioxinyl, pyridinyl, pyridazinyl, triazinyl, oxazinyl, 
isoxazinyl, and the like, bicyclic heterocyclic moieties such as azabicycloalkanyl moieties, oxabicycloalkyl 
moieties, and the like, spiro compounds containing heteroatoms, and ring assemblies containing 
heteroatoms. The term "substituted heterocycle" refers to heterocycles further bearing one or more 
substituents as set forth above. Exemplary radicals include radicals of polycyclic, bicyclic and spiro 



1 5 heterocycles such as 




"halogen" refers to fluoride, chloride, bromide or iodide radicals; 

"cycUc moiety" refers to substituted and unsubstituted cyclic hydrocarbyl moieties, as described 
above, and substituted and unsubstituted heterocycles, as described above; 

"alkoxy" refers to radicals of the general formula -0-R, where R is substituted or unsubstituted 
20 hydrocarbyl; exemplary alkoxy radicals include methoxy, ethoxy, propoxy, isopropoxy, butoxy, isobutoxy, 
t-butoxy, and the like; 

"ether" refers to radicals of the general formula -R'-O-R", where R' and R" are independently 
substituted or unsubstituted hydrocaibyl, or substituted or unsubstituted heterocycle optionally having one 
or more double bonds, 

25 "ester" refers to radicals of the general formulae -C(0)0-R and -0-C(0)R , where R is substituted 

or unsubstituted hydrocarbyl, substituted or unsubstituted heterocycle optionally having one or more 
double bonds; it is understood that the carbon atom of the ester group may be linked directly to the moiety 
of which ester is a substituent, or may be linked via a linker, such as substituted or unsubstituted alkylene, 
alkenylene, arylene, and the like; 
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"amine" refers to radicals of the general formula -NRR', R and R' are independently hydrogen, 
substituted or unsubstituted hydrocarbyl, substituted or unsubstituted heterocycle optionally having one 
or more double bonds, alkoxy, ether, ester, amide. Thus, the radical may be a primary amine of the 
general formula, -NH2, a secondary amine of the general formula -NHR, or a tertiary amine of the 
5 general formula -NRR'. It is understood that R and R' may cooperate to form a cyclic moiety having a 
nitrogen atom as a member of a ring; and that the nitrogen atom of the amine group may be linked directly 
to the moiety of which amine is a substituent, or may be linked via a linker, such as substituted or 
unsubstituted allQ^lene, alkenylene, aiylene, and the like; 

"amide" refers to radicals of the general formula -C(0)NRR', wherein R and R' are independently 
10 hydrogen, substituted or unsubstituted hydrocarbyl, substituted or unsubstituted heterocycle optionally 
having one or more double bonds; it is understood that R and R' may cooperate to form a cyclic moiety 
having a nitrogen atom as a member of a ring; and that the carbon atom of the amide group may be linked 
directly to the moiety of which amide is a substituent, or may be linked via a linker, such as substituted or 
unsubstituted alkylene, alkenylene, arylene, and the like; 

1 5 "sulfide" refers to radicals of the general formula -SR, wherein R is substituted or unsubstituted 

hydrocarbyl, substituted or unsubstituted heterocycle optionally having one or more double bonds, ester, 
amine, amide, and the like; 

"sulfonyl" refers to moieties containing a sulfonyl radical (-SO2"); 

"sulfonamidyl" refers to moieties containing a sulfonamide radical (-S02'NRR'), wherein R and 
20 R' are independently substituted or unsubstituted hydrocarbyl, substituted or unsubstituted heterocycle 

optionally having one or more double bonds; it is understood that R and R' may cooperate to form a cyclic 
moiety having a nitrogen atom as a member of a ring; and that the sulfur atom of the sulfonamide radical 
may be linked directly to the moiety of which amide is a substituent, or may be linked via a linker, such as 
substituted or unsubstituted alkylene, alkenylene, arylene, ether, ester, and the like; 

25 "carbamate" refers to moieties containing a radical having the general formula -0-C(0)-NRR' 

wherein R and R' are independently substituted or unsubstituted hydrocarbyl, substituted or unsubstituted 
heterocycle optionally having one or more double bonds; it is understood that R and R' may cooperate to 
form a cyclic moiety having a nitrogen atom as a member of a ring; and that the oxygen atom of the 
carbamate group may be linked directly to the moiety of which carbamate is a substituent, or may be linked 

30 via a linker, such as substituted or unsubstituted alkylene, substituted or unsubstituted alkenylene, ether, 
ester, and the like; 

In accordance with the present invention, D is hydrogen, substituted or unsubstituted hydrocarbyl, 
substituted or unsubstituted heterocycle optionally having one or more double bonds, halogen, alkoxyl. 
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ester or amide, or D and E, taken together, form a substituted or unsubstituted cyclic moiety. In accordance 
with one embodiment of the invention, D is substituted or unsubstituted hydrocarbyl Moieties 
contemplated for use in this embodiment of the invention include those wherein D is hydrogen or 
substituted or unsubstituted lower alkyl, with hydrogen and unsubstituted lower alkyl preferred, and 
5 hydrogen and unsubstituted methyl especially preferred. 

Further in accordance with the present invention, E is selected from substituted or unsubstituted 
hydrocarbyl, heterocycle optionally having one or more double bonds, alkoxyl, amide, sulfonyl, 
sulfonamidyl or sulfide. Presently preferred compounds of the invention are those wherein E is substituted 
or unsubstituted alkyl, substituted or unsubstituted alkenyl, substituted or unsubstituted alkynyl, substituted 
10 or unsubstituted cycloalkyl, substituted or unsubstituted heterocycle optionally having one or more double 
bonds, substituted or unsubstituted polycyclic moiety, substituted or unsubstituted aiyl, and the like. 
Especially preferred moieties include substituted or unsubstituted aryl; when E is substituted aryl, a mono- 
substituted or di-substituted aryl is preferred, and preferred substituents are halogen, ester, allq^l, sulfur- 
linked alkyl, NO2, SO2, and the like, with halogen especially preferred. 

15 In accordance with the present invention, G is substituted or unsubstituted hydrocarbyl, substituted 

or unsubstituted heterocycle optionally having one or more double bonds, amine, amide, ester, ether or 
carbamate. Thus, G can be substituted or unsubstituted alkyl, substituted or unsubstituted alkenyl, 
substituted or unsubstituted alkynyl, substituted or unsubstituted cycloalkyl, substituted or unsubstituted 
aryl, substituted or unsubstituted cyclic moiety, ester, amide, carboxylate, and the like. 

20 In one embodiment of the invention, G is substituted or unsubstituted alkyl, with substituted lower 

alkyl presently preferred. Presently preferred substituents are halogen and heterocycle optionally 
containing one or more double bonds such as imidazolyl, morpholinyl, pyrazolyl, pyrrolyl, 1,2,3-triazolyl, 
1,2,4-triazolyl, tetrazolyl, and 5-methyltetrazolyl, and the like. In another embodiment of the invention, G 
is substituted or unsubstituted alkenyl, with substituted lower alkenyl preferred. A presently preferred 

25 substituent of lower alkenyl is halogen. In yet another embodiment of the invention, G is unsubstituted 
alkynyl, with lower unsubstituted alkynyl presently preferred. In still another embodiment of die invention, 
G is unsubstituted cycloalkyl. 

In accordance with another embodiment of the invention, G is a substituted or unsubstituted cyclic 
moiety. Presently preferred cyclic moieties include substituted or unsubstituted naphthalenyl; when 
30 substituted, preferred substituents are ether moieties, especially 1 -piperidinyl propoxyl. 

In accordance with still another embodiment of the invention, G is an ester, represented by the 
formula -C(0)-OR. In presently preferred embodiments of the invention, R is substituted or unsubstituted 
lower alkyl or substituted aryl. 
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In accordance with another embodiment of the invention, G is carboxylate. 

In accordance with a further embodiment of the invention, G is substituted or unsubstituted aiyl. 
When G is substituted aryl, presently preferred substituents are substituted or unsubstituted alkyl, 
substituted or unsubstituted alkenyl, substituted or unsubstituted allQrnyl, halogen, amide, ester, hydroxy, 
S sulfonamide, sulfonyl, ether, and radicals of the general formula -0-(CH2)n-S-aryl, wherein n is 1 to 6. 

In accordance with the present invention, J is a moiety attached to the sulfur atom of a sulfonamide 
group. J is substituted or unsubstituted hydrocarbyl, heterocycle optionally having one or more double 
bonds, or J and E, taken together, form a substituted or unsubstituted cyclic moiety. Thus J can be 
substituted or unsubstituted alkyl, substituted or unsubstituted alkenyl, substituted or unsubstituted aryl, 
10 substituted or unsubstituted heterocycle optionally having one or more double bonds, or J and E, taken 
together can form a substituted or unsubstituted polycyclic moiety or substituted or unsubstituted ring 
assembly. 

In accordance with a particular embodiment of the invention, J is substituted or unsubstituted alkyl, 
with substituted or unsubstituted lower alkyl presently preferred. Substituents of alkyl presently preferred 
15 in this embodiment are substituted and unsubstituted aryl. In accordance with another embodiment of 
invention, J is substituted or unsubstituted alkenyl with substituted lower alkenyl preferred, and aiyl a 
preferred substituent 

In accordance with still another embodiment of the invention, J is a substituted or unsubstituted 
polycyclic moiety. Thus J can be pentalene, indene, naphthalene, azulene, and the like. Moieties 
20 contemplated for use in this embodiment of the present invention include substituted or unsubstituted 
naphthalene; preferred substituents are secondary and tertiaiy amines. 

In accordance with yet another embodiment of the invention, J is substituted or unsubstituted 
heterocycle optionally containing one or more double bonds. Moieties contemplated for use in this 
embodiment of the invention include those where J is isothiazolyl, thiazolyl, thiazinyl, thiazepinyl, and the 
25 like, with substituted thiazolyl preferred. 

In still another embodiment of the invention, J is substituted or unsubstituted aryl. When J is 
substituted, preferred substituent moieties include alkyl, -0-alkyI, -S-alkyl, -S-aiyl, halogen, nitro and 
trifluoromethyl. 

In yet another embodiment of the invention, J cooperates with E to form a substituted or 
30 unsubstituted polycyclic moiety. Thus, J can be a fused moiety such as substituted or unsubstituted 
bicyclic, or a substituted or unsubstituted ring assembly. Moieties contemplated for use in this embodiment 
include substituted and unsubstituted naphthalenyl and substituted and unsubstituted biphenylyl. 
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Those of skill in the art will recognize that multiple isomers exist for a single chemical formula; 
each of the possible isomeric forms of the various empirical formulae set forth herein are contemplated by 
the invention. 

Those of skill in the art recognize that invention compounds may contain one or more chiral 
5 centers, and thus can exist as racemic mixtures as well as in individual enantiomeric forms. For many 
applications, it is preferred to carry out stereoselective syntheses and/or to subject the reaction product 
to appropriate purification steps so as to produce substantially optically pure materials. Suitable 
stereoselective synthetic procedures for producing optically pure materials are well known in the art, as 
are procedures for purifying racemic mixtures into optically pure fractions. Those of skill in the art will 
10 further recognize that invention compounds may exist in polymorphic forms wherein a compound is 
capable of crystallizing in different forms. Suitable methods for identifying and separating 
polymorphisms are known in the art. 

In accordance with another embodiment of the present invention, there are provided 
pharmaceutical compositions comprising sulfonamide compounds as described above, in combination with 
15 pharmaceutically acceptable carriers. Optionally, invention compounds can be converted into non-toxic 
acid addition salts, depending on the substituents thereon. Thus, the above-described compounds 
(optionally in combination with pharmaceutically acceptable carriers) can be used in the manufacture of 
medicaments useful for the treatment of a variety of indications. 

"Pharmaceutically acceptable salt" refers to a salt of the compound used for treatment which 
20 possesses the desired pharmacological activity and which is physiologically suitable. The salt can be 
formed with, organic acids such as acetate, adipate, alginate, aspartate, benzoate, benzenesulfonate, 
butyrate, citrate, camphorate, camphorsulfonate, cyclopentanepropionate, digluconate, dodecylsulfate, 
ethanesulfonate, fumarate, glucoheptanoate, glycerophosphate, heptanoate, hexanoate, 
2-hydroxyethanesulfonate, lactate, malate, maleate, methanesulfonate, 2-naphthalenesulfonate, 
25 nicotinate, oxalate, tartrate, toluenesulfonate, undecanoate, and the like. The salt can also be formed 
with inorganic acids such as sulfate, bisulfate, chlorate, perchlorate, hemisulfate, hydrochloride, 
hydrobromide, hydroiodide, and the like. In addition, the salt can be formed with a base salt, including 
ammonium salts, alkali metal salts such as sodium salts, potassium salts, and the like; alkaline earth 
metal salts such as calcium salts, magnesium salts, and the like; salts with organic bases such as 
30 dicyclohexylamine salts, //-methyl-D-glucamine, phenylethylamine, and the Hke; and salts with amino 
acids such as arginine, lysine, and the like. 

Sulfonamide compounds as described above can be readily prepared using synthetic chemistry 
techniques known to those of skill in the art. See the Examples section herein for detailed description 
of numerous exemplary synthetic protocols. 
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In accordance with the present invention, a method of modulating the level of Amyloid 
Precursor Protein (APP) is provided. The method includes contacting APP with at least one 
sulfonamide compound according to the invention. As employed herein, the phrase "modulating the 
level of refers to altered levels of protein so that the level is different as a result of employing the 
5 invention method when compared to the level without employing the invention method. Modulating 
the level of APP includes the suppression or augmentation of the level of any one of a number of APP 
proteins such as a full-length APP, APP proteins having deletions, additions or substitutions of amino 
acids, APP proteins that are fragments of full-length APP protein, soluble APP (s-APP), insoluble APP, 
and the like. Exemplary APP proteins include APP770, APP751, APPegswt, APP670/671, APP670/671/717, 
1 0 sAPP, a-sAPP, P-sAPP, and the like. 

A variety of APP proteins are found in neural and non-neural tissues. APP770 and APP751 are 
wild-type APPs of 770 and 75 1 amino acid residues, respectively, that are found in non-neural tissues. 
APP695wt is an APP of 695 residues that is expressed in neurons. APP670/67! is human APP, 695 residues 
in length, that has mutations at codons 670 and 671 (Swedish double mutation). APP670/671/717 is a 
15 similar to APP67o/67i with an additional mutation at codon 717 (Phe for Val). sAPP is soluble APP, 
a-sAPP is a-secretase-cleaved soluable APP and P-sAPP is P-secretase-cleaved APP. 

In accordance with another embodiment of the invention, there are provided methods of treating a 
wide variety of disease conditions, said method comprising administering to a patient in need thereof a 
therapeutically effective amount of at least one of the sulfonamide compounds described above. 

20 APP is believed to be involved in numerous disease states. Therefore, modulating the level of 

APP also provides a variety of therapeutic applications, such as tiie treatment of amyloid angiopathy, 
cerebral amyloid angiopathy, systemic amyloidosis, Alzheimer's disease, hereditary cerebral 
hemorrhage with amyloidosis of the Dutch type, inclusion body myositis, Down's syndrome, and the 
like. 

25 As used herein, "treating" refers to inhibiting or arresting the development of a disease, 

disorder or condition and/or causing the reduction, remission, or regression of the symptoms of a 
disease, disorder or condition. Those of skill in the art will understand that various methodologies and 
assays may be used to assess the development of a disease, disorder or condition, and similarly, various 
methodologies and assays may be used to assess the reduction, remission or regression of a disease, 

30 disorder or condition. 

As used herein, "administering" refers to means for providing sulfonamide compounds and/or salts 
thereof, optionally employing pharmaceutically acceptable carriers, as described herein, to a patient, using 
any suitable method of delivery, e.g., oral, sublingual intravenous, subcutaneous, transcutaneous, 
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intramuscular, intracutaneous, intrathecal, epidural, intraoccular, intracranial, inhalation, rectal, vaginal, 
and the like administration. Administration in the form of creams, lotions, tablets, capsules, pellets, 
dispersible powders, granules, suppositories, syrups, elixirs, lozenges, injectable solutions, sterile aqueous 
or non*aqueous solutions, suspensions or emulsions, patches, and the like, is also contemplated. The active 
5 ingredients may be compounded with non-toxic, pharmaceutically acceptable carriers including, glucose, 
lactose, gum acacia, gelatin, mannitol, starch paste, magnesium trisilicate, talc, com starch, keratin, 
colloidal silica, potato starch, urea, dextrans, and the like. 

"Contacting" as employed herein may include administering in solution or in soHd phase. 

For purposes of oral administration, tablets, capsules, troches, aqueous or oily suspensions, 
10 dispersible powders or granules, emulsions, hard or soft capsules, or syrups, elixirs and lozenges 
containing various excipients such as calcium carbonate, lactose, calciimi phosphate, sodium phosphate, 
and the like may be employed along with various granulating and disintegrating agents such as com 
starch, potato starch, alginic acid, and the like, together with binding agents such as gum tragacanth, 
com starch, gelatin, acacia, and the like. Lubricating agents such as magnesium striethylaminerate, 
IS striethylamineric acid, talc, and the like may also be added. Preparations intended for oral use may be 
prepared according to any methods known to the art for the manufacture of pharmaceutical preparations 
and such preparations may contain one or more agents selected from the group consisting of a sweetening 
agent such as sucrose, lactose, saccharin, and the like, flavoring agents such as peppermint, oil of 
wintergreen, and the like, coloring agents and preserving agents in order to provide pharmaceutically 
20 palatable preparations. Preparations for oral use may also contain suitable carriers include emulsions, 
solutions, suspensions, syrups, and the like, optionally containing additives such as wetting agents, 
emulsifying and suspending agents, sweetening, flavoring and perfuming agents, and the like. Tablets may 
be uncoated or they may be coated by known techniques to delay disintegration and absorption in the 
gastrointestinal tract and tiiereby provide a sustained action over a longer period of time. 

25 For the preparation of oral liquids, suitable carriers include emulsions, solutions, suspensions, 

syrups, and the like, optionally containing additives such as wetting agents, emulsifying and suspending 
agents, sweetening, flavoring and perfuming agents, and the like. 

For the preparation of fluids for parenteral administration, suitable carriers include sterile aqueous 
or non-aqueous solutions, suspensions, or emulsions. For parenteral administration, solutions for the 
30 practice of the invention may comprise sterile aqueous saline solutions, or the corresponding water 
soluble pharmaceutically acceptable metal salts, as previously described. For parenteral administration, 
solutions of the compounds used in the practice of the invention may also comprise non-aqueous 
solutions, suspensions, emulsions, and the like. Examples of non-aqueous solvents or vehicles are 
propylene glycol, polyethylene glycol, vegetable oils, such as olive oil and com oil, gelatin, and injectable 
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organic esters such as ethyl oleate, and the like. Such dosage forms may also contain adjuvants such as 
preserving, wetting, emulsifying, and dispersing agents. They may be sterilized, for example, by filtration 
through a bacteria-retaining filter, by incorporating sterilizing agents into the compositions, by irradiating 
the compositions, or by heating the compositions. They can also be manufactured in the form of sterile 
5 water, or some other sterile injectable medium immediately before use. 

Aqueous solutions may also be suitable for intravenous, intramuscular, intrathecal, 
subcutaneous, and intraperitoneal injection. The sterile aqueous media employed are all readily 
obtainable by standard techniques well known to those skilled in the art. They may be sterilized, for 
example, by filtration through a bacteria-retaining filter, by incorporating sterilizing agents into the 
10 compositions, by irradiating the compositions, by heating the compositions, and the like. They can also be 
manufactured in the form of sterile water, or some other sterile medium capable of injection immediately 
before use. 

Compounds contemplated for use in the practice of the present invention may also be administered 
in the form of suppositories for rectal or vaginal administration. These compositions may be prepared by 
15 mixing the drug with a suitable non-irritating excipient, such as cocoa butter, synthetic glyceride esters of 
polyethylene glycols, and the like, such materials being solid at ambient temperatures but liquify and/or 
dissolve in intemal cavities to release the drug. 

The preferred therapeutic compositions for inocula and dosage will vary with the cliiiical 
indication. Some variation in dosage will necessarily occur depending upon the condition of the patient 
20 being treated, and the physician will, in any event, determine the appropriate dose for the individual 
patient. The effective amount of compound per unit dose depends, among other things, on the body 
weight, physiology, and chosen inoculation regimen. A unit dose of compound refers to the weight of 
compound without the weight of carrier (>yhen carrier is used). 

The route of delivery compounds and compositions used for the practice of the invention is 
25 determined by the disease and the site where treatment is required. Since the pharmacokinetics and 
pharmacodynamics of the compounds and compositions described herein will vary somewhat, the most 
preferred method for achieving a therapeutic concentration in a tissue is to gradually escalate the dosage 
and monitor the clinical effects. The initial dose, for such an escalating dosage regimen of therapy, will 
depend upon the route of administration. 

30 In accordance with invention methods, the medicinal preparation can be introduced 

parenterally, by dermal application, and the like, in any medicinal form or composition. It is used as a 
solitary agent of medication or in combination with other medicinal preparations. Single and multiple 
therapeutic dosage regimens may prove useful in therapeutic protocols. 
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As employed herein, the phrase "a therapeutically effective amount'*, when used in reference to 
invention methods employing sulfonamide compounds and pharmaceutically acceptable salts thereof, 
refers to a dose of compound sufficient to provide circulating concentrations high enough to impart a 
beneficial effect on the recipient thereof The specific therapeutically effective dose level for any 
5 particular patient will depend upon a variety of factors including the disorder being treated, the severity 
of the disorder, the activity of the specific compound used, the route of administration, the rate of 
clearance of the specific compound, the duration of treatment, the drugs used in combination or 
coincident with the specific compound, the age, body weight, sex, diet and general health of the patient, 
and like factors well known in the medical arts and sciences. Dosage levels typically fall in the range 
10 of about 0.001 up to 100 mg/kg/day; with levels in the range of about O.OS up to 10 mg/kg/day being 
preferred. 

In still another embodiment of the invention, there are provided methods for preventing disease 
conditions in a subject at risk thereof, said method comprising administering to said subject a 
therapeutically effective amount of at least one of the sulfonamide compounds described above. 

15 As used herein, the phrase "preventing disease conditions" refers to preventing a disease, 

disorder or condition ft-om occurring in a subject who may be at risk for the disease, but has not yet 
presented any symptoms thereof Those of skill in the art will understand that a variety of methods may 
be used to determine a subject at risk for a disease, and that whether a subject is at risk for a disease will 
depend on a variety of factors known to those of skill in the art, including genetic make-up of the 

20 subject, age, body weight, sex, diet, general physical and mental health, occupation, exposure to 
environmental conditions, marital status, and the like, of the subject. 

"Subject in need thereof* is intended to mean a mammal, e.g., humans, domestic animals and 
livestock, having or at risk of having one or more diseases associated with a modified level of APP. 

Those of skill in the art can readily identify a variety of assays that can be used to assess the 
25 activity of sulfonamide compounds of the invention. For example, one can use in vitro cell-based 
assays to assess amyloid p protein production in cells that are exposed to invention compounds 
compared to cells exposed to control conditions. For such assays, transfected cells that stably express 
various forms of APP and from which amyloid P protein is secreted are used. Methods to measure 
amyloid p protein, such as immunoprecipitation, enzyme-linked immunosorbant assay (ELISA) and 
30 radioimmunoassay, and the like are known in the art. Immunoprecipitation methodology can be used to 
detect radiolabeled amyloid P protein derived from transfected cells having ^^S-methionine-labeled 
APP (Haass et al, (1992) Nature, 352:322-325 and Shoji et ai (1992) Science, 252:126-129). ELISA 
can be used to detect unlabeled amyloid p protein (Seubert et al. (1992) Nature, 252:325-327). 
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The invention will now be described in greater detail by reference to the following non-limiting 
examples. 

EXAMPLE 1 

(5)-5-[[dimethyl(l,l-diniethylethyl)silyl]oxy]-l-pentanol 
5 To a stirred solution of (45)-pentane-l,4-diol [CAS 24347-57-7] (21.0 g, 0.202 mol) and t- 

butyldimethylsilyl chloride (30.5 g, 0.202 mol) in CHjClj (400 mL) was added triethylamine (43.0 mL, 
0.305 mol) followed by 4-(dimethylamino)pyridine (2.50 g, 20.2 mmol) at 0 "C. The mixture was 
stirred for 3 h at 0 °C and was diluted with diethyl ether (300 mL). The white precipitate was filtered 
and washed with diethyl ether. The filtrate was concentrated under reduced pressure. The pale yellow 
10 oil was distilled (100 "€-103 "C at 0.7 nun) to afford the title compound (41 g, 92%) as a colorless oil. 
'H NMR (CDCI3) 5 3.81 (m, IH), 3.65 (m, 2H), 1.48-1.63 (m, 4H), 1.19 (d. 3H), 0.91 (s, 9H). 0.07 (s. 
6H). 

EXAMPLE 2 

4-chIoro-2-nitro-l-[[(tetrabydro-2H-pyran-2-yl)oxy]metIiyl]beiizene 



15 




A magnetically stirred solution of 4-chIoro-2-nitrobenzyl alcohol (25.0 g, 133 mmol) and 3,4- 
dihydro-2H-pyran (18.2 mL, 16.8 g, 200 mmol) in anhydrous dichloromethane (250 mL) was treated at 
25 "C with pyridinium p-toluenesulfonate (PPTS, 50 mg). The solution was stirred for 12 h, washed 
with 1 N NaOH (250 mL), brine (250 mL), dried (K2CO3), filtered, and concentrated in vacuo. Silica 
20 gel chromatography (4:1 hexanerethyl acetate) of the concentrate gave 22.5 g (62%) of the title 
compound as an oil. 
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EXAMPLE 3 

5-chloro-2-[[(tetrahydro-2H-pyran-2-yl)oxy]methyI]benzenamine 




5 A Parr bottle containing 4-chloro-2-nitro-l-[[(tetrahydro-2H-pyran-2-yl)oxy]methyl]benzene 

(22.6 g, 82.8 mmol) and ethanol (150 mL) was treated with Raney nickel (50% slurry in water, 2.0 g), 
charged with hydrogen (60 psi) and rocked until hydrogen uptake ceased (3 h). The resultant 
suspension was filtered through celite, and the celite cake thoroughly washed with fresh ethanol (5 x 
150 mL). The combined organic extracts were concentrated in vacuo to give an orange oil that 
10 crystallized on standing, Recrystallization (ethyl acetate/hexane) gave the title compound as a white 
solid (19.64 g, 98%). *H NMR (CDCI3) 87.00 (d, J = 8 Hz, IH), 6.65-6.60 (m, 2H), 4.72 (A of ABq, J 
= 12 Hz, IH), 4.79-4.77 (m, IH), 4.45 (B of ABq, J = 12 Hz, IH), 4.27 (bs, 2H), 3.94-3.85 (m, IH), 
3.58-3.50 (m, IH), 1.88-1.65 (m, 2H), 1.58-1.46 (m, 4H). 

EXAMPLE 4 

15 4-chloro-N-[5-chloro-2-(hydroxymethyl)pbenyI]beiizenesulfonamide 




To a magnetically stirred solution of 5-chloro-2-[[(tetrahydro-2H-pyran-2- 
yl)oxy]methyl]benzenamine (4.38 g, 18.1 mmol) in anhydrous pyridine (100 mL) at 25 ^'C was added 
4-chlorobenzenesulfonyl chloride (3.82 g, 18.1 mmol). The solution was stirred for 24 h and 

20 concentrated in vacuo. The residue was dissolved in dichloromethane (150 mL), washed with brine (3 
x 150 mL) and concentrated in vacuo. Silica gel chromatography (6:1 hcxane:ethyl acetate) of the 
concentrate afforded the title compound (5.27 g, 76%) as a crystalline solid. 'H NMR (CDCI3) 88.70 
(bs, IH), 7.71 (d,y= 8.5 Hz, 2H), 7.58 (s, IH), 7.39 (d, 7= 8.5 Hz, 2H), 7.05-6.99 (m, 2H), 4.52-4.48 
(m, IH), 4.31 (A of ABq, 7= 12 Hz, IH), 4.24 (B of ABq, J = 12 Hz, IH), 4.13-4.05 (m, IH), 3.63- 

25 3.55 (m, IH), 1.88-1.71 (m, 2H), 1.62-1.45 (m, 4H). 
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EXAMPLES 

4-chloro-N-[S-chloro-2-[(0-(2-tctrahydropyrattyl)methyllphenyI]l-N-II4^ 
diniethylethyl)siIyl]oxy]-l(R)-inethylbutyI]benzeiiesulfonaiiiide 




OTBS 



5 To a solution of 4-chloro-N-[5-chloro-2-[0-(2-tetrahydropyranyl)methyl] 

phenyl]benzenesulfonamide (2.70 g, 6.40 mmol), triphenylphosphine (3.40 g, 12.8 mmol) and (5)-5- 
[[dimethyl(l,Udimethylethyl)silyl]oxy]-2-pentanol (2.40 g, 12.8 mmol) in THF (25 mL) was added 
diisopropylazodicarboxylate (2.40 mL, 12.8 mmol) dropwise at 0 ""C under nitrogen atmosphere. The 
resulting mixture was allowed to warm to 22 with stirring. Stirring was continued for a period of 1 8 
10 h and diethyl ether (100 mL) was added. The white solid was filtered, washed with ether (50 mL), and 
the combined ether solution was concentrated under reduced pressure. Silica gel chromatography (3:17 
ethyl acetateihexancs) of the concentrate afforded the title compound (4.00 g, 100%) as a colorless oil. 
MS (ESI)m/e615(M-H). 

EXAMPLE 6 

15 4-chloro-N-[5-chloro-2-((0-(2-tetrahydropyranyl)methyl]phenylll-N-(4-hydroxy-l'- 

methylbutyObenzenesulfonamide 




To a solution of 4-chloro-N-[5-chloro-2-[[0-(2-tetrahydropyranyl)methyl] phenyl]]-N-[[4- 
[dimethyl(l,l-dimethylethyl)silyl]oxy]-l-methylbutyl]benzene sulfonamide (3.80 g, 6.40 mmol) in 
20 THF (10 mL) was added IM tetrabutylammonium fluoride (10 mL, 10 mmol) at 0 °C. The resulting 
solution was allowed to stir at 0 ^^C for 2 h and concentrated under reduced pressure. Silica gel 



wo 00/50391 



PCT/USOO/04560 



chromatography (1:1 ethyl acetaterhexane) of the concentrate afforded the title compound (3.20 g, 
100%) as a colorless oil. MS (ESI) m/e 500 (M-H). 



To a solution of 4-chloro-N-[5-chloro-2-[[0-(2-tetrahydropyranyl)methyl] phenyl]]-N-(4- 
hydroxy-l-methylbutyl)benzenesulfonamide (3.20 g, 6.40 mmol) and triphenylphosphine (2.1o g, 8.03 
mmol) in methylene chloride (30 mL) was added carbon tetrabromide (2.60 mL, 8.03 mmol) dropwise 
10 at 0 ®C. The resulting solution was allowed to stir and warm to 22 "^C for 12 h. A saturated solution of 
ammoniimi chloride (25 mL) was added. The reaction was extracted with methylene chloride (2 X 100 
mL). The organic phase was dried over Na2S04, filtered, and concentrated under reduced pressure. 
Silica gel chromatography (3:17 ethyl acetaterhexanes) of the concentrate afforded the title compound 
(2.10 g, 56%) as a colorless oil. MS (ESI) m/e 564 (M+H). 



5 



E XAMPLE 7 

4-chioro-N-IS-chloro-2-((0-(2-tetrahydropyranyl)methyl]phenyl]]-N-(4-bromo-l- 

methylbutyl)benzenesulfonamide 





EXAMPLES 

4-chIoro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[(R)-l-methyl-4-[(14- 
dimethylethyl)dimethylsilyl] oxy)butyl] benzenesulf onamide 




0=S=0 




To a solution of 4-chloro-N-[5-chloro-2-(acetoxyoxymethyl)phenyl]baizenesulfonamide (13.7 
20 g, 36.6 mmol), triphenylphosphine (21.1 g, 80.6 mmol) and 5S-[[(1,1- 
dimethylethyl)dimethylsilyl]oxy]-2-pentanol (16.0 g, 73.3 mmol) in THF (130 mL) was added 



wo 00/50391 



PCT/USOO/04560 



diisopropylazodicarboxylate (15.9 itiL, 80.6 mmol) dropwise at 0 °C under nitrogen. The resulting 
mixture was allowed to warm to 22 °C with stirring. Stirring was continued for a period of 12 h 
followed by the addition of 150 ml of H2O. The mixture was extracted with ether (3 X 100 mL). The 
combined organic extracts were washed with IM NaHCOs and sat. brine. The organic phase was dried 
5 over Na2S04, filtered, and concentrated under reduced pressure. Silica gel chromatography (1:5 ethyl 
acetate:hexanes) of the concentrate afforded 16.6 g of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]- 
N-[(R)-l-methyl-4-[(l,l-dimethylethyl)dimethylsilyl]oxy)butyl]benzenesulfonamide as a yellow oil in 
79% yield. 



E XAM P LE ? 

10 4-chloro-N-[5-cliIoro-2-(acetoxyinethyl)phenyl]-N-[(R)-l-niethyl-4- 

hydroxybutyI]beiizenesulfonainide 
OAc 




CI 



To a solution of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[(R)- 1 -methyl-4-[( 1,1- 
dimethylethyl)dimethylsilyl]oxy)butyl]benzenesulfonamide (15.9 g, 27.8 mmol) in acetonitrile (45 mL) 
15 was added 48% aqueous HF (16 mL) dropwise at 0 ^C. The resulting solution was stirred for Ih at 0 °C 
followed by addition of 50 mL of IM NaHCOs. The product was extracted with ether (2 X 50 mL), 
dried over Na2S04, filtered, and concentrated under reduced pressure. Silica gel chromatography (ethyl 
acetate) of the concentrate afforded 10.4 g of 4-chloro-N-[5-chIoro-2-(acetoxymethyl)phenyl]-N-[(R)- 
l-methyl-4-hydroxybutyl]benzenesulfonamide as a colorless oil in 81% yield. 
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EXAMPLE 10 

4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[(R)-l-methyl-4- 
bromobutyl]beiizenesulfonamide 



OAc 




Br 



o=s=o 




5 



To a solution of 4-chloro-N-[5-chIoro-2-(acetoxymethyl)phenyl]-N-[(R)-l-methyl-4- 
hyciroxybutyl]beiizenesulfonamide (500 mg, 1.09 mmol) in acetonitrile (2 mL) was added 
triphenylphosphine (571 mg, 2.18 mmol) and carbon tetrabromide (720 mg, 2.18 mmol) at 0 °C. The 
resulting mixture was allowed to stir at 22 °C for 12 h followed by the addition of 25 mL of sat. 
10 ammonium chloride. The product was extracted with ether (2 X 25 mL), dried over Na2S04, filtered, 
and concentrated under reduced pressure. Silica gel chromatography (1:4 ethyl acetate:hexanes) of the 
concentrate afforded 479 mg of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[(R)-l-methyl-4- 
bromobutyl]ben2enesulfonamide as a colorless oil in 84% yield. 



1 5 (4R)-4- [5-chloro-2-(acetoxymethyl)phenyl] [4-chiorophenyI)suIfonyl]-amino] pentylsulfonic acid 



To a solution of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[(R)- 1 -methyl-4- 
bromobutyl]benznesulfonamide (l.OOg, 1.91 mmol) in methanol/water (1:1, 4 mL) was added Na2S03 
(0.723g, 5.74mmol). The mixture was heated to reflux for 12 hours and then evaporated under reduced 
20 pressure. 2M HCl (25 mL) was added to the resulting oil. This mixture was extracted with CH2CI2 (2x 
50 mL), dried over Na2S04, and filtered. Solvent was concentrated under reduced pressure to afford 
(4R)-4-[5-chloro-2-(acetoxymethyl)phenyl] [4-chlorophenyl) sulfonyl]-amine]pentylsulfonic acid 
(821mg ) as colorless oil in 88% yield. MS (ESI), 526 (M +1). 



EXAMPLE 11 



OAc 
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E XA MPLE n 

(4R)-4*[5-chloro-2-(hydroxymethyl)phenyl](4-chlorophenyl)suIfonyl]-amino]penty^^ 

chloride 



OAc 




5 To a solution of (4R)-4-[5-chloro-2-(acetoxymethyl)phenyl] [4-chIorophenyl) sulfonyl] - 

amino] pentylsulfonic acid (S60mg» 1.07mmol) in benzene (S mL) was added phosphorus pentachloride 
(445mg, 2.14nmiol) at 22 The mixture was heated to reflux for 2 hours. This mixture was 
concentrated under reduced pressure and rediluted with CH2CI2 (lOOmL). This solution was washed 
with water (100 mL), dried over Na2S04 and filtered. The organic solution was concentrated to afford 
1 0 442mg of (4R)-4-[5-chloro-2-(acetoxymethyl)phenyl](4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl 
chloride as a pale yellow oil in 76% yield. 

E XAMPLE 1 3 

4-chloro-N-[5-chIoro-2-chlorophenyl]-N-[(R)-l-inethyl-4-[(l,l- 
dimethylethyl)diinethyIsiIyI]oxy)batyI]beiizenesulfonaiiiide 




15 CI 

To a solution of 4-chloro-N-[5-chloro-2-chlorophenyl]benzenesulfonamide (1.00 g, 2.97 
mmol), triphenylphosphine (1.64 g, 6.24 mmol) and 5S-[[(l,l-dimethylethyl)dimethylsilyl]oxy]-2- 
pentanol (1.30 g, 5.94 mmol) in THF (12 mL) was added diisopropylazodicarboxylate (1.23 mL, 6.24 
mol) dropwise at 0 ^'C under nitrogen. The resulting mixture was allowed to warm to 22 with 
20 stirring. Stirring was continued for a period of 12 h followed by the addition of 25 mL of H2O. The 
mixture was extracted with ether (3 X 25 mL). The combined organic extracts were washed with IM 
NaHCOa and sat. brine. The organic phase was dried over Na2S04, filtered, and concentrated under 
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reduced pressure. Silica gel chromatography (1:5 ethyl acetate:hexanes) of the concentrate afforded 
830 mg of 4.chloro-N-[5-chloro-2-chlorophenyl]-N-[(R)- 1 -methyl-4- [(1,1 -dimethylethyl)- 
dimethylsilyl]oxy) butyljbenzenesulfonamidc as a yellow oil in 52% yield. 



5 4-chloro-N-[5-chloro-2-chlorophenyl]-N-[(R)-l-methyl-4-hydroxybutyl]benzenesuIfonam^ 




CI 



To a solution of 4-chloro-N-[5-chloro-2-chlorophenyl]-N-[(R)-l-methyl-4-[(l,l- 
dimethylethyl)dimethylsilyl]oxy)butyl]benzenesulfonamide (650 mg, 1.21 mmol) in acetonitrile (4 
mL) was added 48% aqueous HF (2 mL) dropwise at 0 °C. The resulting solution was stirred for Ih at 
10 0 °C followed by addition of 10 ml of IM NaHCOj. The product was extracted with ether (2 X 25 
mL), dried over Na2S04, filtered, and concentrated under reduced pressure. Silica gel chromatography 
(ethyl acetate) of the concentrate afforded 430 mg of 4-chloro-N-[5-chloro-2-chlorophenyl]-N-[(R)-l- 
methyl-4-hydroxybutyl]benzenesulfonamide as a yellow oil in 84% yield. 



EXAMPLE IS 

1 5 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(carboxy)-l(R) inethylpropyl)benzenesuIfonamide 




CI 



4-chloro-N-[5-chloro-2-chlorophenyl]-N-[(R)-l-methyl-4-hydroxybutyl]benzenesulfonamide 
(1.57 g, 0.0037 moles) was dissolved in acetonitrile (25 mL) and water (2 mL). RuCl3 (50 mg), and 

NaI04 (1.19 g, 0.0056 moles, 1.5 eq) were added and the mixture was stirred at room temperature for 
20 18 hours. The mixture was filtered, concentrated, dissolved in CH2CI2, washed with IN HCl, dried 
over Na2S04 and evaporated. Chromatography over silica gel using 50-100% ethyl acetate/ Hexane 
gave pure product (1.00 g, 62%) as a beige solid. 
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EXAMPLE U 

4-chloro-N-[295-dichlor6phenyl]-N-[(R)-l-methyl-4-broinobutyl] benzenesulfonamide 




CI 



To a solution of 4-chloro-N-[2,5-dichlorophenyl]-N-[R]-l-methyl-4-hydroxybutyl]benzene- 
5 sulfonamide (3.90 g, 9.20 mmol) in CH2CI2 (20 mL) was added triphenylphosphine (4.87 g, 1 8.4 mmol) 
and carbon tetrabromide (6.09 g, 18.4 mmol) at 0 °C. The resulting mixture was allowed to stir at 22 
**C overnight. To the reaction was added sat. ammonium chloride (200 mL). The product was 
extracted with CH2CI2 (2 x 200 mL), dried over Na2S04, filtered, and concentrated under reduced 
pressure. Silica gel chromatography (1:4 ethyl acetate:hexanes) of the concentrate afforded 3.13g of 4- 
10 chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4-bromobutyl]benzenesulfonamide as a colorless oil in 
70% yield. MS (ESI) 486 (M+H). 

EXAMPL E n 

(4R)-4-[2»5-dichlorophenyl] [4-chlorophenyl) sulfonyl]-ainine]pentylsulfoiiic acid 




15 To a solution of 4-chloro-N-[5-chloro-2-chlorophenyl]-N-[(R)-l-niethyl-4-bromobutyl]benzne- 

sulfonamide (2.85 g, 5.88 mmol) in methanol/water (1:1, 12 mL) was added Na2S03 (7.40 g, 58.8 
mmol). The mixture was heated to reflux for 12 hours and then evaporated under reduced pressure. 
2M HCl was added to the resulting oil. This mixture was extracted with CH2CI2 (2 X 50mL), dried over 
Na2S04, and filtered. Solvent was concentrated under reduced pressure to afford (4R)-4-[2,5 

20 dichlorophenyl] [4-chlorophenyl) sulfonyl]-amine]pentylsulfonic acid (2.34 g) as colorless oil in 82% 
yield. MS (ESI) 486 (M +1). 
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EXAMPLE 18 

(4R)-4-[2,5-dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfony chloride 




To a solution of (4R)-4-[2,5-dichlorophenyl][4-chlorophenyl)sulfonyl]-amino] pentylsulfonic 
5 acid (2.34 g, 4.80 mmol) in benzene (10 mL) was added phosphorus pentachloride (1.48 g, 7.21 mmol) 
at 22 ^C. The mixture was heated to reflux for 2 hours. This mixture was concentrated under reduced 
pressure and rediluted with CH2CI2 (120 mL). This solution was washed with water (100 mL), dried 
over Na2S04 and filtered. The organic solution was concentrated to afford 2.2 Ig of (4R)-4-[2, 5- 
dichlorophenyl][4- chlorophenyl) sulfonyl]-amino] pentylsulfonyl chloride as pale yellow oil in 91% 
10 yield. LC/MS 504. 



4-chloro-N-[29S-dichlorophenyI]-N-[(R)-l-inethyl-4-azidobutyl] benzenesulfonamide 




CI 



To a solution of 4-chloro-N-[2,5-dichlorophenyl]-N-[R]-l-methyl-4-bromobutyl]benzene- 
15 sulfonamide (1.06 g, 2.50 mmol) in DMF (2.5 mL) was added diphenylphosphoryl azide (1.08 mL, 
5.00 mmol) and l,8-diazabicyclo[5.4.0]undec-7-ene (0.935 mL, 6.25 mmol) at 0 ^'C. The resulting 
mixture was allowed to stir at 100 °C overnight. To the reaction was added sat. ammonium chloride 
(200 mL). The product was extracted with CH2CI2 (2 X 100 mL), dried over Na2S04, filtered, and 
concentrated under reduced pressure. Silica gel chromatography (1:4 ethyl acetate:hexanes) of the 
20 concentrate afforded 977 mg of 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4-azidobutyl]- 
benzenesulfonamide as a colorless oil in 87% yield. MS (ESI) 447 (M+H). 
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E XAMPLE ?0 

4-chIoro-N-[2,5-dichlorophenyl]-N-((R)-l-methyl-4-aminobutyl] benzenesulfonamide 




CI 



To a solution of 4-chloro-N-[2,5-dichlorophenyl]-N-[R]- 1 -methyl-4-azidobutyl]benzene- 
5 sulfonamide (1.20 g, 2.68 mmol) in THF (5 mL) was added a THF solution of lithium aluminum 
hydride (1.0 M, 2.68 mL) at -20 **C. The resulting mixture was allowed to stir at -20 overnight. To 
the reaction was added 0.5M NaOH (6 mL). This mixture was filtered through celite, dried over 
Na2S04, filtered, and concentrated under reduced pressure. Silica gel chromatography (1:9 
methanol/CHCU) of the concentrate afforded 972 mg of 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l- 
10 methyl-4-aminobutyl]benzenesulfonamide as a colorless oil in 86% yield. MS (ESI) 421 (M+H). 



EXAM P LES! 
(S)-[3-[(l,l-diinethylethyl)dimethyIsilyl]oxy]-2*propanol 

OH 

To a solution of (S)-l,2-propanediol (20.0 g, 0.263 mol), triethylamine (31.9 g, 0.315 mol), 4- 
15 dimethylaminopyridine (1.28 g, 10.5 mmol) in CH2CI2 (200 tnL) was added /er/-butyldimethylsiloxy 
chloride (47.3 g, 0.315 mol) at 22 ""C. The mixture was allowed to stir for 18 h. The mixture was 
diluted with CH2CI2, washed with water and sat. aqueous NH4CI . The organic solution was dried over 
Na2S04, filtered and concentrated under reduced pressure. Silica gel chromatography (5% ethyl 
acetate/ hexanes) of the concentrate gave 45.0 g of the title compound as a clear oil in 90% yield. 
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EXAMPLE 22 

4-chloro-N.(2,S-dichlorophenyl)-N.[(R)-l.methyI-4-[(14-dimethylethy 

benezenesulfonamide 




To a solution of 4-chloro-N-[2,5-dichlorophenyl]benzenesulfonamide (5.74 g,17.1 mmol), 
triphenylphosphine (6.70 g, 25.7 mmol), (S)-[3^[(l,l-dimethylethyl)dimethylsilyl]oxy]-2.propanol 
(4.90 g, 25.7 mmol) in THF (50 mL) was added diisopropylazodicarboxylate (5.19 g, 25.7 mmol) 
dropwise at 0 ""C under nitrogen atmosphere. The resulting mixture was allowed to warm to 22 ""C. 
Stirring was continued for a period of 18 h followed by the addition of water. The mixture was 
extracted with diethyl ether. The combined organic extracts were washed with NaHCOa, sat. brine and 
dried over Na2S04. Silica gel chromatography (1:10 ethyl acetate:hexanes) of the concentrate produced 
the title compound in 90% yield. 



EXAMPLE 2^ 

4-chloro-N-(2,5-dicUorophenyl)-N-[(R)-l-methyl-(2-hydroxyethyI]beiizenesulfonaim 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl-[[4-(l,l-dimethylethyl)- 
dimethylsilyl]oxy]ethyl]benzenesulfonamide (07.80 g, 15.3 mmol) in CH3CN was added HF (5.5 mL) 
at 0 °C. The resulting mixture was allowed to stir at 0 °C for 2h and concentrated under reduced 
pressure. Silica gel chromatography (1:1 ethyl acetate:hexanes) of the concentrate afforded the title 
compound (5.70 g, 95%) as a colorless oil. 
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EXAMPLE 24 

4-clUoro-N-(2,S-dichlorophenyl)-N-[(R)-l-methyI(2-iodoethyl)]beiizene sulfonamide 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl(2-hydroxyethyl) benzene- 
sulfonamide (0.660 g,1.67 mmol), triphenylphosphine (0.530 g, 2.00 mmol) and imidazole (0.136 g, 
2.00 mmol) in diethyl ether/CH3CN(2:l, 3.0 mL) was added iodine (0.430. g, 1.67 mol) at 0 "^C under 
nitrogen and stirred for 12 hr. This mixture was concentrated under reduced pressure and diluted with 
CH2CI2. This solution was washed with water (50 ml), dried over Na2S04 and filtered. The organic 
solution was concentrated to afford the title compound as a light yellow oil in 96% yield. 



gXAMPLg 25 
(S)-4-triphenylinetliylyloxy*-2'-butanol 

QH 

To a solution of (S)-(+)-l,3-butanediol (10.0 g, 0.1 10 mol), was added triphenylmethylchloride 
(33.0 g, 0.330 mol), 4-dimethylaminopyridine (1.40 g, 11.5 mmol) in CHzCU/pyridine (1:1, 500 mL). 
Stirring was continued over 48h. The solvent was removed, the mixture was diluted with ether, 
washed with brine and dried over Na2S04. The organic solution was filtered and concentrated. SiHca 
gel chromatography with (5% ethyl acetate/hexanes) produced a clear oil (24g) in 70% yield. 
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4-chloro-N-(2,5-dichlorophenyl)-N-[l(R)-methyl-(3-triphenyImethyloxy)-propyl] 

benezenesulfonamide 



5 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)benzenesulfonamide (7.00 g, 20.8 nimol), 
triphenylphosphine (7.00 g, 27.0 mmol), (S)-4-triphenylmethyloxy-2-butanol (8.60 g, 27.0 mmol) in 
THF (30 mL) was added diisopropylazodicarboxylate (5.48 g, 27.0 mmol) dropwise at 0 °C under 
nitrogen atmosphere. The resulting mixture was allowed to warm to 22 °C with stirring. After 18 h the 
10 mixture was washed with water, brine, dried over Na2S04 and filtered. Silica gel chromatography (1:10 
ethyl acetate/ hexanes) of the concentrate produced the title compound in 90% yield. 



EXAMPLE 27 

4-chloro-N-(2,5dichIorophenyl)-N-[l(R)-inethyl-(3-hydroxy)-propyl]benzenesulfonainide 




15 To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[ l(R)-methyl-(3-triphenylmethyloxy)- 

propyl]benzenesulfonamide (2.00 g, 3.00 mmol) in CH3CN (20 mL) was added Amberlyst 15 ion- 
exchange resin (6.0 g). The resulting mixture was allowed to stir at 22 °C for 12 h and filtered. Silica 
gel chromatography (1:1 ethyl acetate: hexanes) of the concentrate afforded the title compound as a 
colorless oil in quantitative yield. 
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EXAMP LE 2 8 

4-chloro-N-(2,5-dichlorophenyl)-N-[l(R)-methyI-(3-iodo)-propyl]beiizene sulfonamide 




To a solution of 4-chloro-N--(2,5-dichlorophenyl)-N-[l(R)-methyl-(3-hydroxy)-propyl]benzene- 
5 sulfonamide (1.40 g, 3.40 mmol), triphenylphosphine (0.900 g, 3.40 mmol) and imidazole (0.230 g, 
3.40 mmol) in diethyl ether/CHsCN (2:1, 7,0 mL) was added iodine (0.860 g, 3.40 mmol) at 0 °C under 
nitrogen and stirred for 12 h. The solvent was removed, the residue was taken into CH2CI2 , washed 
with water, dried over Na2S04 and filtered. The organic solution was concentrated to afford the title 
compound as a light yellow oil in 96% yield. 



10 EXAMPLE 29 

4*cbloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl-3-azidopropyl]]benzenesulfonamjde 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl-3-bromopropylbenzene- 
15 sulfonamide (1.188 g, 2.295 mmol) in THF/H2O (20/4, 24 mL) was added sodium azide (1.49 g, 22.9 
mmol) at 22 ^'C. The resulting mixture was allowed to stir at 22 for 4 days. The mixture was 
extracted with ether (3 X 60 mL). The combined organic extracts were washed with sat. NaHCOa, 
dried over MgS04, filtered, and concentrated under reduced pressure. Silica gel chromatography (1:9 
ethyl acetate:hexanes) of the concentrate afforded 0.941 g of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)- 
20 l-methyl-3-azidopropyl]]benzenesulfonamide as a colorless oil in 94% yield. 
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EXAMPLE 30 

4-chIoro-N-(2,5*dichlorophenyl)-N*[(R)-l-methyI-3-aminopropyl]beiizenesulfo 




CI 



To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl-3-azidopropyl]benzene- 
5 sulfonamide (0.941 g, 2.16 mmol) in THF (21 mL) was added lithium aluminum hydride (4.33 mL, 1 
M in THF) at 0 °C under nitrogen atmosphere. The resulting mixture was allowed to stir at 0 for 1 h 
and subsequently treated by successive dropwise addition of 0.165 mL of water, 0.165 mL of 15% 
sodium hydroxide solution, and 0.493 mL of water. The mixture was filtered and concentrated under 
reduced pressure. Silica gel chromatography (3:10 ethyl acetate:hexanes) of the concentrate afforded 
1 0 0.748 g of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)- 1 -methyl-3-aminopropyl]benzenesulfonamide as a 
light brown oil in 85% yield. 

EXAMPLE 31 
(3S)-(l9l-dimethylethyl)dimethylsiloxy butanal 

^TBS 

15 A solution of methyl (S)-3-tert-butyldimethylsiloxy butyrate (35.0 g 151 mmol) in hexane (400 

mL) was cooled to -78 ^C. DIBAL-H (195 mL, 195 mmol, IM in hexanes) was added dropwise. 
Stirring was continued for 1 h after which time water (75 mL) was cautiously added dropwise, after 
addition was complete stirring was continued at 22 for 18h. The reaction was diluted with diethyl 
ether and then decanted several times. The solvents were removed to afford (3S)-(1,1- 

20 dimethylethyl)dimethylsiloxy butanal as a clear oil in quantitative yield. *H NMR (CDCI3) 59.85 (s br, 
IH), 4.40-4.51 (m, IH), 2.42-2.65 (m, 2H), 1.29 (d, 3H, J=6.0Hz), 0.96 (s, 9H), 0.14 (d, 6H, J=3Hz). 



EXAMPLE 32 

(trans)l,l-dimethylethyI-(5S)-(l,l-dimethyIethyI)dimethyIsiloxy-hex-2-enoate, 




25 To a solution of (3S)-(l,l-dimethyIethyl)dimethylsiloxy butanal (24.0 g 121 mmol), in 

dichloromethane (400 mL) at 0 was added tert-butoxy carbonylmethylene triphenylphosphorane 
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(SO.O g, 133 mmol). Stirring was continued for 2h after which time the reaction was concentrated and 
the resulting oil was purified by silica gel chromatogrphy (S% ethyl acetate / Hexane) to afford 
(trans)l,l-dimethylethyl-(5S)-(l,l-diniethylethyl)dimethylsiloxy-hcx-2-cnoate as a clear oil in 93% 
yield. *H NMR (CDCI3) 56.79-6.90 (m, IH) 5.75 (d/H, J=15.6Hz), 3.85-3.87 (m, IH), 2.26-2.32 (m, 
5 2H), 1.47 (s, 9H), 1.15 (d, 3H, J=6.0Hz), 0.90 (s, 9H), 0.06 (s, 6H). 



EXA MP LE 33 

l,l-dimethylethyl-butyl-(5S)-(l,l-dimethylethyl)dimethylsiloxy-hexanoate, 




A suspension of (trans)tert-butyl-(5S)-tert-butyldimethylsiloxy-hex-2-enoate (33.5 g, 111 
10 mmol), 10% Pd/C (5 g), in ethanol (250 mL), was hydrogenated at 45 psi for Ih. The catalyst was 
filtered off and the filtrate was concentrated to afford l,l-dimethylethyl-butyl-(5S)-(l,l- 
dimethylethyl)dimethylsiloxy-hexanoate as a white wax in quantitative yield. NMR (CDCI3) 53.72- 
3.84 (m, IH), 2.20 (t, 2H, J=7.0Hz), 1.60-1.74 (m, 2H), 1.35-1.70 (m, 4H), 1.44 (s, 9H), 1.35 (d, 3H, 
J=6.0Hz), 0.88 (s, 9H), 0.10 (s, 6H). 



15 EXAMP L E 34 

1 ,1-diinethylethyl (5S)-5-hydroxyhexanoate 




A solution of l,l-dimethylethyl-(5S)-(l,l-dimethylethyl)dimethylsiloxy-hexanoate (19.0 g, 
63.0 mmol) in THF (250 mL) was treated with tetrabutylammonium fluoride (94 mL, 94 mmol, IM in 
20 THF) at 0 °C, The reaction mixture was allowed to warm to 22 and stirring was continued for 18h. 
The reaction mixture was diluted with diethyl ether, washed with water, and dried over MgS04. Silica 
gel chromatography (20% ethyl acetate/hexane) of the concentrate produced 1,1-dimethylethyl (5S)-5- 
hydroxyhexanoate in 89% yield. "H NMR (CDCI3) 53.74-3.86 (m, IH), 2.32 (t, 2H, J=6.6Hz), 1.60- 
1.74 (m, 2H), 1.57 (s, IH, OH), 1.44-1.48 (m, 2H),1.45 (s, 9H), 1.20 (d, 3H, J=6.0Hz). 
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EXAMPLE 35 

l,l-dimethyIethyl(SR)-5-[(2,5-dichlorophenyl)-[(4*chIorophenyI)suIfonyl]-aiiiino]hexa 




To a solution 2,5-dichloro-N[[(4-chlorophcnyl)]amino]phenyl)sulfonamide (2.42 g, 7.20 
5 mmol), triphenyl phosphine (3.70 g, 14.4 mmol) and l,l-dimethylethyl(5S)-5-hydroxyhexanoate (2.70 
gy 14.4 mmol) in THF (100 mL) was added diisopropylazodicarboxylate (2.S1 g, 14.4 mmol) dropwise 
at 0 under nitrogen. The reaction mixture was allowed to warm to 22 °C with stirring for a period of 
18h. The reaction mixture was diluted with ethyl acetate then washed with water, brine and dried over 
MgS04. Silica gel chromatography (20% ethyl acetate/hexane) of the concentrate produced 1,1- 
1 0 dimethylethyl(5R)-5-[(2,5-dichlorophenyl)-[(4-chlorophenyl)sulfonyl]-amino]hexanoate in 60% yield. 



EXAMPLE 36 

(5R)-5-((2,5-dichIorophenyl][(4-chlorophenyl)sulfoDyl]-amino]hexanoic acid 




1 , 1 -dimethylethyl(5R)-5-[(2,5-dichlorophenyl)-[(4-chlorophenyl)sulfonyl]-amino]hexanoate 
15 (700 g, 1.40 mmol) was treated with a 50% solution of trifluoroacetic acid in dichloromethane (20 mL), 
After 3h the reaction was diluted with dichloromethane then washed with water, brine and dried over 
MgS04. Concentration under reduced pressure afforded (5R)-5-[(2,5-dichlorophenyl][(4' 
chlorophenyl)sulfonyl]-amino]hexanoic acid in quantitiative yield. MS (ESI), (M-ff) 450. IR- 
2975,1706,1466,1348. 
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EX AM P I.E37 

4-chIoro-N(2,5-dichlorophenyl)-N-[5-(lR)-methyI-5-oxo-(4- 
thiomorpholinyl)pentyl]benzenesulfonainide 




5 To a solution of (5R)-5-[(2,5-dichlorophenyl][(4-chlorophenyl)sulfonyl] -amino]hexanoic acid 

(2.00 g, 4.40 mmol), N,N-diisopropylethylamine (1.62 mL, 8.80 mmol) and 1-hydroxybenzotriazole 
(645 mg, 4.80 mmol), in dichloromethane (100 mL) was added l-[3-(dimethylamino)propyl]-3- 
ethylcarbodiimide hydrochloride (920 mg, 4.80 mmol). After 18 h the solvent is removed and the 
residue is taken into ethyl acetate and successively washed with aqueous HCl, water, brine and then 

10 concentrated to afford the title compound as a white solid (1.43g) in 61% yield. MS (ESI), (MH*) 
537.2. IR- 2910,1643,1581,1466,1348. 

EXAMPLE 38 

4-chloro-N(2,5-dichlorophenyl)-N-[5-(lR)-methyl-5-oxo-(l.l-dioxido-4- 
thiomorpholinyl)pentyl]beiizenesulfonamide 



15 




A solution of 4-chloro-N(2,5-dichlorophenyl)-N-[5-(lR)-methyl-5-oxo-(4-thiomorpholinyl)- 
pentyljbenzenesulfonamide (1.10 g, 2.10 mmol) in dichloromethane (100 mL) was treated with 3- 
chloroperoxybenzoic acid (1.10 g, 5.10 mmol) at 0 °C. After stirring for 1 h the ice bath was removed 
and stirring was continued for 18 h. The reaction mixture was diluted with dichloromethane, and 
20 washed with IN NaOH, H2O, brine, and dried over MgS04. Concentration produced the title 
compound (1.01 g) in 91% yield. MS (ESI), (M+H)^ 569.2. IR-3441,2935,1653,1467,1428,1318. 
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EXA MPL E 3 9 

4-chloro-N-[5-chloro-2-fluorophenyl]-N-[(R)-l-inethyI-4-[(14- 
diniethylethyl)diinethylsilyl]oxy)butyl]benzenesulfonamide 




5 To a solution of 4-chloro-N-[5-chloro-2-fluorophenyl]benzenesulfonamide (500 mg, L56 

mmol), triphenylphosphine (859 mg, 3.28 mmol) and 5S-[[(l,l-dimethylethyl)dimethylsilyl]oxy]-2- 
pentanol (682 mg, 3,12 mmol) in THF (7 mL) was added diisopropylazodicarboxylate (0.645 mL, 3.28 
mol) dropwise at 0 °C under nitrogen. The resulting mixture was allowed to warm to 22 °C with 
stirring. Stirring was continued for a period of 12 h followed by the addition of 15 mL of H2O. The 
10 mixture was extracted with ether (3 X 15 mL). The combined organic extracts were washed with 
NaHCOs and sat. brine. The organic phase was dried over Na2S04, filtered, and concentrated under 
reduced pressure. Silica gel chromatography (1:5 ethyl acetate:hexanes) of the concentrate afforded 
495 mg of 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[(R)4-methyl.4-[(l,l-dimethylethyl^ 
dimethylsilyl]oxy)butyl]benzenesulfonamide as a yellow oil in 61% yield. 

15 EXAMPLE 40 

4-chloro-N-[5-chloro-2-fluorophenyl]-N-[(R)-l-methyl-4-hydroxybutyl]beiizenesuIfonainide 




To a solution of 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[(R)-l-methyl-4-[(l,l-dimethylethyl)- 
dimethylsilyl]oxy)butyl]benzenesulfonamide (495 mg, 0.951 mmol) in acetonitrile (4 mL) was added 
20 48% aqueous HF (2 mL) dropwise at O^C. The resulting solution was stirred for Ih at 0 °C followed by 
addition of 10 mL of IM NaHCOa. The product was extracted with ether (2 X 25 mL), dried over 
Na2S04, filtered, and concentrated under reduced pressure. Silica gel chromatography (ethyl acetate) of 
the concentrate afforded 336 mg of 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[(R)-l-methyl-4- 
hydroxybutyl]benzenesulfonamide as a yellow oil in 87% yield. 
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EXAMPLE 41 

4-cbIoro-N-[5-chIoro-2-fluorophenyl]-N-[(R)-l-methyM-bromobutyl]beiizenesulfon 




To a solution of 4-cWoro-N-[5-chloro-2-fluorophenyl]-N-[(R)-l-methyl-4-hydroxybutyl]- 
5 benzenesulfonamide (336 mg, 0.827 mmol) in acetonitrile (4 mL) was added triphenylphosphine (433 
mg, 1.65 mmol) and carbon tetrabromide (548 mg, 1.65 mmol) at 0 ^C. The resulting mixture was 
allowed to stir at 22 °C for 12 h followed by the addition of 25 mL of sat. ammonium chloride. The 
product was extracted with ether (2 X 25 mL), dried over Na2S04, filtered, and concentrated under 
reduced pressure. Silica gel chromatography (1:4 ethyl acetaterhexanes) of the concentrate afforded 
10 349 mg of 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[(R)-l-methyl-4-bromobutyl]benzenesulfonamide 
as a yellow oil in 88% yield. 



EXAMPLE 42 

(4R)-4-[N-[5-chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]ainino]pentylsulfonic acid 




1 5 (4R)-4-[N-[5-chloro-2-fluorophenyl] [(4-chlorophenyl)sulfonyl]amino]pentylsulfonic acid was 

prepared analogous to (4R)-4-[2,5 dichlorophenyl] [4-chlorophenyl) sulfonyl]-amine]pentylsulfonic 
acid by reacting 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[(R)-l-methyl-4- 
bromobutyl]benzenesulfonamide with NajSOj. Yield=86%; MS (ESI) 470 (M +1). 
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(4R)-4-[N-[5-chloro-2-fluorophenyl][(4-chlorophenyl)suIfonyl]amino]pentylsuIfony chloride 




5 (4R)-4-|>I-[5-chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]pentylsulfony chloride 

was prepared analogous to (4R)-4-[N-[2,5-dichlororophenyl][(4--chlorophenyl)sulfonyl]amino]pentyl- 
sulfonyl chloride by reacting (4R)-4-[N-[5-chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]- 
pentylsulfonic acid with phosphorus pentachloride: Yield=81%; MS (ESI) 489 (M +1). 

EXAMPLE 44 

10 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)-l-methyl-4-azidobutyl]ben2enesulfonamide 




CI 



To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)- 1 -methyl-4-bromobutyl]- 
benzenesulfonamide (0343 g, 0.730 mmol) in THF/H2O (8/2 mL) was added sodium azide (0.237 g, 
7.30 mmol) at 22 ^C. The resulting mixture was allowed to stir at 22 °C for 10 days. The mixture was 
15 extracted with ether (3 X 20 mL). The combined organic extracts were washed with sat. NaHCOs, 
dried over MgS04, filtered, and concentrated under reduced pressure. Silica gel chromatography (1:9 
ethyl acetate:hexanes) of the concentrate afforded 0.227 g of 4-chloro-N-(5-chloro-2-fluorophenyl)-N- 
[(R)-l-methyl-4-azidobutyl]benzenesulfonamide as a colorless oil in 72% yield. 
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EXAMPLE 4g 

4-Ghloro*N-(S-chIoro-2-fluorophenyl)-N-[(R)"l-methyM-aminobutyl]benzenesul^^ 




CI 



To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)-l-methyl-4-azidobutyl]- 
5 benzenesulfonamide (0.325 g, 7.77 mmol) in THF (7 mL) was added lithium aluminum hydride (1.55 
mL, 1 M in THF) at 0 under nitrogen atmosphere. The resulting mixture was allowed to stir at 0 ®C 
for 1 h and subsequently treated by successive dropwise addition of 0.060 mL of water, 0.060 ml of 
15% sodium hydroxide solution, and 0.180 mL of water. The mixture was filtered and concentrated 
under reduced pressure. Silica gel chromatography (3:10 ethyl acetate :hexanes) of the concentrate 
1 0 afforded 0.207 g of the title compound as a light brown oil in 9 1% yield. 

EXAMPLE 46 

4-chloro-N-(5-chloro-2-flaorophenyl)-N-[(R)-l-methyI-3-azidopropyI]beiizenesuIfonam^ 




CI 



To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)-l-methyl-3-bromopropyl]- 
15 benzenesulfonamide (1.64 g, 3.27 mmol) in THF/H2O (20/4, 24 mL) was added sodium azide (2.13 g, 
32.7 mmol) at 22 The resulting mixture was allowed to stir at 22 **C for 4 days. The mixture was 
extracted with ether (3 X 60 mL). The combined organic extracts were washed with sat. NaHCOa, 
dried over MgS04, filtered, and concentrated under reduced pressure. Silica gel chromatography (1:9 
ethyl acetaterhexanes) of the concentrate afforded 1.38 g of 4-chloro-N-(5-chloro-2-fluorophenyl)-N- 
20 [(R)- 1 -methyl-3-azidopropyl]benzenesulfonamide as a colorless oil in 95% yield. 



wo 00/50391 



PCT/USOO/04560 



EXAMPLE 47 

4-chloro-N-(5-chloro-2-flu6rophenyl)-N-[(R)-l-methyl-3-aminopropyI]benzenesulfo 




CI 



To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)- 1 -methyl-3-azidopropyl]- 
5 benzenesulfonamide (1.34 g, 3.27 mmol) in THF (32 mL) was added lithium aluminum hydride (6.53 
mL, 1 M in THF) at 0 T under nitrogen atmosphere. The resulting mixture was allowed to stir at 0 ""C 
for 1 h and subsequently treated by successive dropwise addition of 0.248 mL of water, 0.248 mL of 
15% sodium hydroxide solution, and 0.744 mL of water. The mixture was filtered and concentrated 
under reduced pressure. Silica gel chromatography (3:10 ethyl acetate:hexanes) of the concentrate 
10 afforded 1.12 g of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)-l-methyl-3-aminopropyI]ben2ene- 
sulfonamide as a light brown oil in 85% yield. 

EXAMPLE 48 

4-chloro-N-[5-fluoro-2-fluropheiiyll*N-[(R)-l-methyI-4-[(l,l- 
dimethylethyl)dimethylsilyl]oxy)butyI]benzenesulfonamide 



15 




To a solution of 4-chloro-N-[5-fluoro-2-fluorophenyl]benzenesulfonamide (500 mg, 1.65 
mmol), triphenylphosphine (909 mg, 3.47 mmol) and 5S-[[(l,l-dimethylethyl)dimethylsilyl]oxy]-2- 
pentanol (719 mg, 3.30 mmol) in THF (7 mL) was added diisopropylazodicarboxylate (0.682 mL, 3.47 
mol) dropwise at 0 under nitrogen. The resulting mixture was allowed to warm to 22 °C with 

20 stirring. Stirring was continued for a period of 12 h followed by the addition of 15 mL of H2O. The 
mixture was extracted with ether (3 X 15 mL). The combined organic extracts were washed with 
NaHCOj and sat. brine. The organic phase was dried over Na2S04, filtered, and concentrated under 
reduced pressure. Silica gel chromatography (1:5 ethyl acetate :hexanes) of the concentrate afforded 
466 mg of 4-chloro-N-[5-fluoro-2-flurophenyl]-N-"[(R)- 1 -methyl-4.[(l , 1 -dimethylethyl)- 

25 dimethylsilyl]oxy)butyl]benzene-sulfonamide as a yellow oil in 56% yield. 
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EX A MP LE 49 

4-chloro-N-[5-fluoro-2-flurophenyl]-N-[(R)-l-methyI-4-hydroxybutyl]beiizenesul^^ 




F 



OH 



F 



N 




SO2 



CI 



To a solution of 4-chloro-N-[5-fluoro-2-flurophenyl]-N-[(R)-l-me%l-4-[(l,l-dimethyle% 



5 dimethylsilyl]oxy)butyl]benzenesulfonaTnide (466 mg, 0.924 mmol) in acetonitrile (4 mL) was added 
48% aqueous HF (2 mL) dropwise at 0 °C. The resulting solution was stirred for Ih at 0°C followed by 
addition of 10 ml of IM NaHC03. The product was extracted with ether (2 X 25 mL), dried over 
Na2S04, filtered, and concentrated under reduced pressure. Silica gel chromatography (ethyl acetate) of 
the concentrate afforded 317 mg of 4-chloro-N-[5-fluoro-2-flurophenyl]-N-[(R)-l-methyl-4- 

10 hydroxybutyl]benzenesulfonamide as a yellow oil in 88% yield. 



15 benzenesulfonamide (317 mg, 0.813 mmbl) in acetonitrile (4 mL) was added triphenylphosphine (425 
mg, 1.62 mmol) and carbon tetrabromide (537 mg, 1.62 mmol) at 0 ^^C. The resulting mixture was 
allowed to stir at 22 °C for 12 h followed by the addition of 25 mL of sat. ammonium chloride. The 
product was extracted with ether (2 X 25 mL), dried over Na2S04, filtered, and concentrated under 
reduced pressure. Silica gel chromatography (1:4 ethyl acetate:hexanes) of the concentrate afforded 

20 323 mg of 4-chloro-N-[5-fluoro-2-flurophenyl]-N-[(R)-l-methyl-4-bromobutyl]benzenesulfonamide as 
a yellow oil in 86% yield. 



EXAMPLE 50 



4-chIoro-N-[5-fluoro-2-flurophenyl]-N-[(R)-l-methyI-4-bromobutyl]beiizenesuIfonamide 





To a solution of 4-chloro-N-[5-fluoro-2-flurophenyl]-N-[(R)-l-methyl-4-hydroxybutyl]- 
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EXAMP LE S I 

(4R)-4-{N-[2,5-difluorophenyI][(4-chlorophenyl)sulfonyl]amino]pentylsulfonic acid 




(4R)-4-[N-[2,5-difluorophenyl][(4-chlorophenyl)sulfonyl]amino]pentylsulfo^^ acid was 
prepared analogous to (4R)-4-[2,5-dichlorophenyl][4-chlorophenyl)sulfonyl]-amine]pentylsulfonic acid 
by reacting 4-chloro-N-[2,5-difluorophenyI]-N-[(R)-l-niethyl-4-bronaobutyl]benznesulfonamide with 
NazSOa. Yield=84%; MS (ESI) 453 (M +1). 



EXAMP LE 52 

(4R)-4-[N-[2,5-difluorophenylI[(4-chlorophenyI)sulfonyl]amino]pentylsulfonyl chloride 




(4R)-4-[N-[2,5-difluorophenyl][(4-chlorophenyl)sulfonyl]amino]pentylsulfonyl chloride was 
prepared analogous to (4R)-4-[2, 5-dichlorophenyl][4- chlorophenyl) sulfonyl]-amino] pentylsulfonyl 
chloride by reacting (4R)-4-[>f-[2,5-difluorophenyl][(4-chlorophenyl)sulfonyl]amino]pentylsulfonic 
acid with phosphorus pentachloride. Yield=88%; MS (ESI) 434 (M +1). 



EXAMPLE 53 

4-chloro-N*(2,5-difluorophenyl)-N-[(R)-l-methyI-4-azidobutyl]benzenesulfonamid^ 




CI 



To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)- 1 -methyl-4-bromobutyl]- 
benzenesulfonamide (0.505 g, 1.12 mmol) in THF/H2O (8/2, 10 mL) was added sodium azide (0.363 g, 
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5.58 nunol) at 22 ^C. The resulting mixture was allowed to stir at 22 ®C for 10 days. The mixture was 
extracted with ether (3 X 20 mL). The combined organic extracts were washed with sat. NaHCOa, 
dried over MgS04, filtered, and concentrated under reduced pressure. Silica gel chromatography (1:9 
ethyl acetate:hexanes) of the concentrate afforded 0.455 g of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l- 
5 methyl-4-azidobutyl]benzenesulfonamide as a colorless oil in 98% yield. 

EXAM P ][ .)Eg4 

4-chloro-N-(2,S-difluorophenyl)-N-[(R)-l-methyM-aiiiinobutyI]benzenesuIfonaiiiide 




CI 



To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l-methyl-4-azidobutyl]benzene- 
10 sulfonamide (0.394 g, 0.949 mmol) in THF (10 mL) was added lithium aluminum hydride (1.90 mL, 1 
M in THF) at 0 °C under nitrogen atmosphere. The resulting mixture was allowed to stir at 0 for 1 h 
and subsequently treated by successive dropwise addition of 0.072 mL of water, 0.072 mL of 15% 
sodium hydroxide solution, and 0.216 mL of water. The mixture was filtered and concentrated under 
reduced pressure. Silica gel chromatography (3:10 ethyl acetate:hexanes) of the concentrate afforded 
15 0.329 g of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l-methyl-4-aminobutyl]benzenesulfonamide as a 
light brown oil in 89% yield. 



4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l-methyl-3-azidopropyl]beiizenesulfonamide 




To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l -methyl-3-bromopropyl]- 
benzenesulfonamide (1.74 g, 3.58 mmol) in THF/H2O (20/4, 24 mL) was added sodium azide (2.33 g, 
35.8 mmol) at 22 **C. The resulting mixture was allowed to stir at 22 °C for 4 days. The mixture was 
extracted with ether (3 X 60 mL). The combined organic extracts were washed with sat. NaHCOa, 
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dried over MgS04, filtered, and concentrated under reduced pressure. Silica gel chromatography (1:9 
ethyl acetaterhexanes) of the concentrate afforded 1.53 g of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l- 
methyl-3-azidopropyl]benzenesulfonamide as a colorless oil in 95% yield. 



EXAMPLE 56 

4-chIoro-N-(2,5-difluorophenyl)-N-[(R)*l-methyl-3-aminopropyl]benzenesulfonaiiiide 




To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l-methyl-3-azidopropyl]benzene- 
sulfonamide (0.144 g, 3.59 mmol) in THF (35 mL) was added lithium aluminum hydride (7.16 mL, 1 
M in THF) at 0 °C under nitrogen atmosphere. The resulting mixture was allowed to stir at 0 °C for 1 h 
1 0 and subsequently treated by successive dropwise addition of 0.272 mL of water, 0.272 mL of 1 5% 
sodium hydroxide solution, and 0.816 mL of water. The mixture was concentrated under reduced 
pressure. Silica gel chromatography (3:10 ethyl acetate:hexanes) of the concentrate afforded 1.12 g of 
4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l-methyl-3-aminopropyl]benzenesulfonamide as a Hght brown 
oil in 97% yield. 

15 EXAMPLE 57 

4-chloro-N(2,5-dichlorophenyl)-N-(5-(Ll-dioxido-4-thiomorpholinyl)-l(R)- 
methylpeiityl)benzenesulfonamide 




A solution of 4-chloro-N(2 , 5 -dichloropheny 1)-N- [5 -( 1 R)-methy 1-5 -oxo-( 1 . 1 -dioxido-4- 
20 thiomorpholinyl)pentyl]benzenesulfonamide (700 mg, 1 .20 mmol) in THF (45 mL) was treated with a 
solution of borane-methyl sulfide complex (2M in THF, 1.8 mL, 3.6 mmol) dropwise at room 
temperature. After stirring for 18 h the reaction was cooled to 0 and quenched with methanol (50 
mL), followed by treatment with HCl gas. The solvents were removed and the material was then 
purified by flash chromatography (silica gel, 15% ethyl acetate/hexane) to afford the title compound 
25 (300 mg) as a white solid in 50% yield. MS (ESI), (M+H)^ 553.0. lR-3430,2933,1467,1348,1326. 
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EXAMPLE 58 
N-cyclopropylinethyl-3-(lH)-iiiiidazolylpropylaiiiine 




l-(3-aminopropyl)imidazole (Aldrich, 10.0 g, 0.0799 moles) was dissolved in CH2CI2 (100 
5 mL) along with pyridine (7,57 g, 0.0959 moles, 1.2 eq.). Cyclopropanecarbonyl chloride (Aldrich, 8.76 
g, 0.0839 moles, 1.05 eq.) was added dropwise and the mixture was stirred for 18 hours. The solvent 
was removed and the crude mixture was chromatographed over silica gel using 5-10% methanol in 
CH2CI2 with 0.5% NH4OH, give the amide (14.3 g, 93%). The purified amide intermediate (14.3 g, 

0.074 moles) was dissolved in THF (300 mL), Lithium aluminum hydride (0.148 moles, 148 mL of IM 
10 soln. in THF, 2.0 eq.) was added and the mixture was refluxed for 3 days. The mixture was carefully 
quenched with IN NaOH (10 mL) and refluxed for three hours. The hot solution was filtered over 
celite, and the solvent was removed to give pure N-cyclopropylmethyl-3-(*H)-imidazolylpropylamine 
(7.57 g, 57%) as a viscous yellow oil. NMR (CDCI3); 0.09 (m, 2H); 0.46 (m, 2H); 0,90 (m, IH); 1.89 
(quintet, J=6.9Hz, 2H); 2.43 (d, J=6.9 Hz, 2H); 2.61 (t, J=6.8Hz, 2H); 4.05 (t, J=6.9Hz, 2H); 6.92 (s, 
15 IH); 7.05 (s, IH); 7.48 (s, IH). 



EXAMF]LE 59 

4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(N'-cyclopropylmethyl)-N'(3-(lH)-iiiudazoIylp 
l(R)-methylpropylcarboxamido]benzenesulfonamide 




CI 



20 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(carboxy)- 1 (R)-methylpropyl)benzenesulfonamide (405 

mg, 0.928 mmoles) was dissolved in THF (10 mL) and CH2CI2 (15 mL). N-Cyclopropylmethyl-3- 
(IH)-imidazolylpropylamine (166 mg, 0.928 mmoles) was added along with l-(3- 
(dimethylamino)propyl)-3-ethylcarbodiimide hydrochloride (230 mg, 0.0012 moles, 1.3 eq.) and 
Hunig's base (1 drop). The mixture was stirred at room temperature for 18 hours and the solvents were 

25 removed. The residue was dissolved in CH2CI2, washed with sat. NaHC03, and brine. The organic 
layer was dried over Na2S04 and evaporated. Chromatography over silica gel using 2-10% methanol 
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in CH2CI2 with 0.5% NH4OH gave 4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(N'-cyclopropylmethyl)- 
NX3-(lH)-imidazolylpropyl)]-l(R)-methylpropylcarboxamido]benzenesulfonamide (370 mg, 67%). 
Yellow viscous oil: IR (neat, CH2CI2) 1637, 1467, 1348, 1166, 1095, 622 cm-1; MS (ESI+), 599 
(M+H)+. 

5 EXAMPLE 60 

4-chloro-N-(2,S-dichlorophenyl)-N-[4-(N*-cyclopropylmethyI)-N'(3-(lH)-imidazolyl^ 

1 (R)-methyIbutyl] benzenesuifonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-(4-(N-cyclopropylmethyl-N-3 -( 1 H)-imidazolylpropyl)- 
10 l(R)-methylbutylcarboxamide)benzenesulfonamide (1.00 g, 1.67 mmoles) was dissolved in THF (50 
mL). Borane dimethyl sulfide (2.51 moles, 1.25 mL of a 2.0M solution in toluene, 1.5 eq.) was added 
and the mixture was refluxed for 6 hours, then allowed to stir at room temperature for 18 hours. The 
mixture was slowly quenched with methanol (5 mL), and IN HCl (5mL). The. solvent was removed, 
the residue was dissolved in CH2CI2 and washed with IN NaOH, then brine. Prep HPLC (Reverse 
15 phase, methanol/H2O/0.1% trifluoroacetic acid) gave a small amount of pure product (75.2 mg, 8%). 

Yield=8%; Colorless viscous oil: IR (neat, CH2CI2) 1467, 1350, 1167, 1094, 753, 622 cm'l; MS 

(ESI+), 583 (M+H)+, 

EXAMPLE 61 

2-(inethylsulfonylmethyl)piperidinel) 2-(inethylsulfonylmethyl)pyridine 
20 Picolyl chloride hydrochloride (15.9 g, 0.0967 moles) was dissolved in DMF (70 mL) and 

methanesulfinic acid sodium salt (10.9 g, 0.106 moles, 1.1 eq.) was added along with triethylamine 
(10.7 g, 0.106 moles, l.leq.). The mixture was refluxed for 1 hour. The DMF was removed, the residue 
dissolved in CH2CI2, washed with sat. Na2C03, and brine. The organic layer was dried over Na2S04 
and evaporated to give crude product. Purification was performed over silica gel using 20-100% ethyl 
25 acetate/hexane to give a yellow oil which solidified on standing (4,50 g, 27%). 
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EXAMPLE 62 
(2) 2-(methyIsuIfonylmethyl)piperidine 

2-(Methylsulfonylmethyl)pyridine (4,40 g, 0.0257 moles) and Pt02 (0.50 g) were suspended in 
ethanol (80 mL) with IN HCl (15 mL), The mixture was hydrogenated at 50 psi for 18 hours. The 
5 catalyst was filtered and the solvent removed. The residue was dissolved in CH2CI2 and washed with 
sat. Na2C03. The aqueous layer was extracted with CH2CI2 (3 x 25 mL). The organic layers were 
combined and dried over Na2S04 and evaporated to give a yellow oil (4.1 1 g, 90%) which solidified on 
standing. Further purification was unnecessary. LCMS (178, M+H), 



EXAMPLE 63 

1 0 4-(methylsulfonyImethyl)piperidi ne 

To a stirred solution of 4-(hydroxymethyl)piperidine (6.00 g, 52.0 mmol) in 100 mL of CH2CI2 
was added di-/er/-butyl dicarbonate (12.52 g, 57.0 mmol) at 0 °C and stirred for Ih. The reaction 
mixture was warmed to room temperature over a period of 1 h. The solvents were removed and the 
solid was diluted with 250 mL of ethyl acetate, washed with IM NaOH (200 mL), brine (200 mL), and 
15 and dried over Na2S04. The solvent was evaporated to afford an oil. 

The resulting oil was dissolved in toluene (300 mL) and triphenylphosphine (14 g, 55 mmol), 
iodine (14 g, 55 mmol), and imidazole (4.3 g, 63 mmol) were added. The reaction mixture was stirred 
at room temperature for Ih and the solvent was removed. The crude product was passed through silica 
gel using 10% ethyl acetate in hexanes as the eluent to yield an oil after concentration of the desired 
20 fractions. 

The resulting oil was dissolved in THF (100 mL) and sodium thiomethoxide (1.20 g, 16.0 
mmol) was added at room temperature. The reaction mixture was stirred for 12 h and then diluted with 
ethyl acetate (100 mL), washed with water (200 mL), and dried over Na2S04. The solvents were 
removed to afford an oil. 

25 The resulting oil was dissolved in CH2CI2 and 3-chloroperoxybenzoic acid (5.90 g, 34.0 mmol) 

at room temperature and allowed to stir overnight. The reaction mixture was washed with IN NaOH 
(50 mL), and dried over Na2S04. The crude sulfone was purified using silica gel chromatography 
(ethyl acetate) to yield the title compound as an oil in 41% overall yield. 
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EXAMP)LE 64 
3-(methylsulfonylinethyl)piperidine 

To a stirred solution of 3-(hydroxymethyl)piperidine (4.43 g, 35.0 mmol) and pyridine (14.2 
5 mL) in 100 mL of CH2CI2 was added benzoyl chloride (4.06 mL, 35.0 mmol) at 0 °C and stirred for 
18h. This mixture was washed with 2M HCl (50 mL), dried over Na2S04 and the solvent was 
evaporated to afford an oil. 

The resulting oil was dissolved in CH2CI2 (70 mL), triethylamine (17.6 mL), and 
methanesulfonyl chloride (5.74 mL, 70.0 mmol). The reaction mixture was stirred at room temperature 
10 for 12 h. This mixture was washed with water (50 mL), dried over Na2S04 and the solvent was 
evaporated to afford an oil. 

The resulting oil was dissolved in THF (70 mL) and sodium thiomethoxide (4.48 g, 64.2 mmol) 
was added at room temperature. The reaction mixture was stirred for 12 h and then diluted with ethyl 
acetate (100 mL), washed with water (200 mL), and dried over Na2S04. The solvents were removed to 
15 afford an oil. 

The resulting oil was dissolved in CH2CI2 (100 mL) and 80% 3-chloroperoxybenzoic acid (20.1 
g, 70.0 mmol) was added at room temperature and allowed to stir overnight. The reaction mixture was 
washed with IN NaOH (50 mL), and dried over Na2S04. The crude sulfone was purified using silica 
gel chromatography (ethyl acetate) to yield an 4,69 g of an oil. 

20 The resulting oil was suspended in 50 mL of 6N HCl and heated to 1 10 ''C for 18h. To the 

resulting solution was added 35 mL of ION NaOH and the mixture was extracted with ether 
(lOxlOOmL). After evaporation of the solvent, the title compound was isolated as an oil in 30% overall 
yield. 

EXAMP)LE<y5 

25 4-(sulfonyIniethyl)piperidine 

To a stirred solution of 4-(hydroxy)piperidine (3.89 g, 35.0 mmol) and pyridine (14.2 mL) in 
100 mL of CH2CI2 was added benzoyl chloride (4.06 mL, 35.0 mmol) at 0 and stirred for 18h. This 
mixture was washed with 2M HCl (50 mL), dried over Na2S04 and the solvent was evaporated to afford 
an oil. 

30 The resulting oil was dissolved in CH2CI2 (70 mL), triethylamine (17.6 mL), and 

methanesulfonyl chloride (5.74 mL, 70.0 mmol). The reaction mixture was stirred at room temperature 
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for 12h. This mixture was washed with water (50 mL), dried over Na2S04 and the solvent was 
evaporated to afford an oil. 

The resulting oil was dissolved in THF (70 mL) and sodium thiomethoxide (4,48 g, 64.2 mmol) 
was added at room temperature. The reaction mixture was stirred for 12 h and then diluted with ethyl 
5 acetate (100 mL), washed with water (200 mL), and dried over Na2S04. The solvents were removed to 
afford an oil. 

The resulting oil was dissolved in CH2CI2 (100 mL) and 80% 3-chloroperoxybezoic acid (20.1 
g, 70.0 mmol) was added at room temperature and allowed to stir overnight. The reaction mixture was 
washed with IN NaOH (50 mL), and dried over Na2S04. The crude sulfone was purified using silica 
1 0 gel chromatography (ethyl acetate) to yield 5.1 8 g of an oil. 

The resulting oil was suspended in 50 mL of 6N HCl and heated to 110 ""C for 18 h. To the 
resulting solution was added 35 mL of ION NaOH and the mixture was extracted with ether 
(lOxlOOmL). After evaporation of the solvent, the title compound was isolated as an oil in 36% overall 
yield. 

15 E XAMPLE 66 

3-(suIfonylmethyl)piperidiae 

To a stirred solution of 3-(hydroxy)piperidine hydrochloride (5.29 g, 35.0 mmol) and pyridine 
(14.2 mL) in 100 mL of CH2CI2 was added benzoyl chloride (4.06 mL, 35.0 mmol) at 0 and stirred 
for 18h. This mixture was washed with 2M HCl (50 mL), dried over Na2S04 and the solvent was 
20 evaporated to afford an oil. 

The resulting oil was dissolved in CH2CI2 (70 mL), triethylamine (17.6 mL), and 
methanesulfonyl chloride (5.74 mL, 70.0 mmol). The reaction mixture was stirred at room temperature 
for 12 h. This mixture was washed with water (50 mL), dried over Na2S04 and the solvent was 
evaporated to afford an oil. 

25 The resulting oil was dissolved in THF (70 mL) and sodium thiomethoxide (4.48 g, 64.2 mmol) 

was added at room temperature. The reaction mixture was stirred for 12 h and then diluted with ethyl 
acetate (100 mL), washed with water (200 mL), and dried over Na2S04. The solvents were removed to 
afford an oil. 

The resulting oil was dissolved in CH2CI2 (100 mL) and 80% 3-chloroperoxybe2oic acid (20.1 
30 g, 70.0 mmol) was added at room temperature and allowed to stir overnight. The reaction mixture was 
washed with IN NaOH (50 mL), and dried over Na2S04. The crude sulfone was purified using silica 
gel chromatography (ethyl acetate) to yield 5.20 g of an oil. 
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The resulting oil was suspended in 50 mL of 6N HCl and heated to 1 10 ^^C for 18 h. To the 
resulting solution was added 35 mL of ION NaOH and the mixture was extracted with ether 
(lOxlOOmL). After evaporation of the solvent, the title compound was isolated as an oil in 38% overall 
yield. 

5 EX A M PLES? 

(S)-3-(suIfonylmethyl)pyrrolidine 
To a stirred solution of (R)-3-pyrrolidinol hydrochloride (4.76 g, 35.0 mmol) and pyridine (14.2 
mL) in 100 mL of CH2CI2 was added benzoyl chloride (4.06 mL, 35.0 mmol) at 0 ''C and stirred for 18 
h. This mixture was washed with 2M HCl (50 mL), dried over Na2S04 and the solvent was evaporated 
10 to afford an oil. 

The resulting oil was dissolved in CH2CI2 (70 mL), triethylamine (17.6 mL), and 
methanesulfonyl chloride (5.74 mL, 70.0 nunol). The reaction mixture was stirred at room temperature 
for 12 h. This mixture was washed with water (50 mL), dried over Na2S04 and the solvent was 
evaporated to afford an oil. 

15 The resulting oil was dissolved in THF (70 mL) and sodium thiomethoxide (4.48 g, 64.2 mmol) 

was added at room temperature. The reaction mixture was stirred for 12 h and then diluted with ethyl 
acetate (100 mL), washed with water (200 mL), and dried over Na2S04. The solvents were removed to 
afford an oil. 

The resulting oil was dissolved in CH2CI2 (100 mL) and 80% 3-chloroperoxybenzoic acid (20.1 
20 g, 70.0 mmol) at room temperature and allowed to stir overnight. The reaction mixture was washed 
with IN NaOH (50 mL), and dried over Na2S04. The crude sulfone was purified using silica gel 
chromatography (ethyl acetate) to yield 5.49 g of an oil. 

The resulting oil was suspended in 50 mL of 6N HCl and heated to 110 °C for 18h. To the 
resulting solution was added 35 mL of ION NaOH and the mixture was extracted with ether 
25 (lOxlOOmL). After evaporation of the solvent, the title compound was isolated as an oil in 39% overall 
yield. 



\1 
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EXAMPLE 68 
(R)-(2-(methyIsulfonyl)methyl)pyrroIidine 

N-Benzoyl-(R)-(2-(methylthio)methyl)pyrrolidine was prqjared by the method of Dieter and 
5 Tokles (J.A.C.S., 1SS2,/09,2040-2046). 

N-Benzoyl-(R)-(2-(methylthio)Tnethyl)pyn'oIidine (2.70 g, 0.0115 moles) was dissolved in 
CH2CI2 (50 mL), cooled to 0 °C, then meta-chloroperbenzoic acid (3.97 g, 0.0287 moles, 2.5 eq.) was 
added over 10 min. The mixture was stirred at room temperature for 2 hours, diluted with CH2CI2, and 
washed with brine. The organic layer was dried over Na2S04 and evaporated to give crude product. 
10 Purification was performed over silica gel using 20-100% ethyl acetate/ hexane to give N-benzoyl-(R)- 
(2.(methylsulfonyl)methyl)pyrrolidine as a yellow solid (1.70 g , 0.00637 moles, 55%). LCMS (268, 
(M+H)). 

N-Benzoyl-(R)-(2-(methylsulfonyl)methyl)pyrrolidine (1.70 g, 0.00637 moles) was dissolved 
in 2N HCl (20 mL) and refluxed for 48 hours. The mixture was cooled and neutralized with sat. 
15 K2CO3. The aqueous layer was extracted using 50% ethyl acetate/ t-BuOH, dried over MgS04, dried 
over Na2S04 and evaporated to give (R)-(2-(methylsulfonyl)methyl)pyrrolidine as a yellow oil (600 
mg, 0.00368 moles, 58%) which was used without further purification. LCMS (186, (M-f23)). 

The preparation of ester intermediates can be carried out according to the general procedure 
described herein for coupling of N-aryl-N-haloalkyl sulfonamides with amines, using commercially 
20 available methyl thiazolidine-2-carboxylate (Lancaster, CAS# 50703-06-5). Methyl (R)-thiazolidine-4- 
carboxylate (CAS#65983-36-0) was prepared fi-om the acid following literature procedures. 
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EXAMPLE 69 

4-chloro-N-(2,5-dichlorophenyI)-N.(3-(2-((methylsuIfonyl)methyl).l-piperi 

methylpropyl)benzenesuIfonainide 



O 




CI 



To a solution of 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-3-bromopropyl]benzene- 
sulfonamide (0.375 mg, 0.795 mmol) in CH3CN (20 mL), was added 2-(methylsulfonyl- 

methyl)piperidine (0.282 g, 1.59 mmol), K2CO3 (500 mg), and Hunigs base (2 drops). The mixture 
was refluxed for 2 days. The solvent was removed and the crude mixture was dissolved in CH2CI2 and 
washed with brine. The CH2CI2 layer was dried over Na2S04 and evaporated to give crude product. 
Purification was performed over silica gel using 10% methanol in CH2CI2 with 0.5% NH4OH to afford 
4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-((methylsulfonyl)methyl)- 1 -piperidinyl)- 1 (R)-methylpropyl)- 
benzenesulfonamide as a yellow glassy olid in 80% yield. IR (KBr) 1468, 1349, 1296, 1167, 1138, 

1095, cm-1; MS (ESI+), 567(M+H)+. 

gXAMPI.E70 

4-chloro-N-(2,5-dichIorophenyl)-N-[3-[[3-(methylthio)methyl]-l-piperidinyq 

methy Ipropyl] benzenesulfonamlde 




4-chloro-N-(2,5-dichlorophenyl)-N-[3-[[3-(niethylthio)methyl]- 1 -piperidinyl]- 1 (R)- 
methylpropyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichIorophenyI)-N-(3- 
(2-((methylsulfony l)methyl)- 1 -piperidinyl)- 1 (R)-methy lpropyl)benzenesulfonamide by reacting 4- 
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chloro-N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyl]benzenesulfonamide with 3-(methyl- 
thiomethyl)piperidine. Yield=86%; MS (ESI+), 535(M+H)+. 



5 



EXAMPLE 71 

4-chloro-N-(2,5-dichIorophenyl)-N-[3-[(3-(methylsuifonyl)methyl]-l-piperidmyl]-l(R)- 

methylpropyl]benzenesulfonainide 




CI 



CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[3-[[3-(methylsulfonyl)methyl]-l-piperidinyl]-l(R)- 
methylpropyl]benzenesuIfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3- 
(2-((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4- 
10 chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-3-bromopropyl]benzenesulfonamide with 3-(methyl- 

sulfonyhnethyl)piperidine. Yield=81%; MS (ESI+), 567(M+H)+. 



4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(4-methylthio)- 1 -piperidinyl]- 1 (R)-methylpropyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)- 1 -piperidinyl)- 1 (R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- l-methyl-3-bromopropyllbenzenesulfonamide with 4-(methylthio)- 

20 piperidine. Yield=88%; MS (ESI+), 521(M+H)+. 



E XA MP L E 72 

4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(4-methylthio)-l-piperidinyIl-l(R>- 
methylpropyllbenzenesulfonamide 



15 
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EXAMPLE 73 

4-€hloro-N-(2,5-dichlorophenyl)-N-[3-[(4-methyIsulfonyl)*l-piperidinyl]-l(R^ 
inethylpropyl]benzenesuIfonamide 




CI 



4-chloro-N«-(2,5-dichlorophenyl)-N-[3-[(4-methylsulfonyI)- 1 -piperidinyl]- 1 (R)-methyIpropyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-((methyl- 
sulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-[2,5- 
dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyl]benzenesulfonaniide with 4-(methylsulfonyl)- 

piperidine. Yield=94%; MS (ESI+), 553(M+H)+. 



EXAMPLE 74 

4-chIoro-N-(2,5-dichlorophenyl).N-[3-[(3-methylthio)-l-piperidinyl]-l^ 
methylpropyl]benzenesulfonaimde 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(3-methylthio)4-piperidinyl]-l(R)-meth^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)niethyl)-l-piperidinyl)-l(R)-niethylpropyl)benzenesulfonaniide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyI]benzenesulfonamide with 3-(methylthio)- 
piperidine, Yield=85%; MS (ESI+), 521(M+H)+. 
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EXAMPLE 75 

4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(3-methykulfonyl)-l-piperidinyl]-l^ 
inethylpropyl]benzenesulfonaihide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(3-methylsulfonyl)- 1 -piperidinyl]- 1 (R)-methylpropyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-((methyl- 
sulfonyl)methyl)-l-piperidinyl)-l(R)--methylpropyl)benzenesulfonamide by reacting 4-chloro-N-[2,5- 
dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyl]benzenesulfonamide with 3-(methylsulfonyl)- 

piperidine. Yield=90%; MS (ESI+), 553(M+H)+. 

EXAMPLE 76 

4-chloro-N-(2,5-dichIorophenyl)-N-[3-[(3-methylthio)-l-pyrrolidinyI]-l(R)- 
niethyIpropyI]benzenesulfonainide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(3-methylthio)- 1 -pyrrolidinyl]- 1 (R)-methylpropyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-((methyl- 
sulfonyl)niethyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-[2,5- 
dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyl]benzenesulfonamide with 3-(methylthio)pyrrolidine. 

Yield=83%; MS (ESI+), 507(M+H)+. 
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EXAMPLE 77 



4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(3-aiethylsulfonyl)-l-pyrroIidmyl]-l(R)- 
methylpropyl]beiizenesuIfonaiiiide 




CI 



CI 



CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(3-methylsulfonyl)- 1 -pyrrolidinyl]- 1 (R)-methylpropyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-((tnethyl- 
sulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-[2,5- 
dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyl]benzenesulfonamide with 3-(methylsulfonyl)- 

pyrrolidine. Yield=86%; MS (ESI+), 539(M+H)+ 



4-chloro-N-(2,5-dichlorophenyl)-N-(4-(2-((methylsuIfonyl)methyl)-l-piperidinyl)-l(R)- 

methylbutyl)benzenesulfonaimde 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[2-(methylsulfonyl)methyl]-l-piperidinyl]-l(R)- 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4-bromobutyl]ben2enesulfonamide with 2-(methylsulfonyl- 
methyl)piperidine. Yield=28 %; yellow foam: IR (neat, CH2CI2) 1467, 1296, 1 166, 1 138, 1095, 622, 

cm-1; MS (ESI+), 581(M+H)+. 



EXAMPLE 78 




CI 
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EXAMPLE 79 

4-chloro-N-(2,5-dichlorophenyl)-N-(4-[[4-(methylsulfonyl)methyl]-l-piperidinyl)-l(R)- 

methylbutyl] benzenesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[4-(methylsulfonyl)methyl]- 1 -piperidinyl]- 1 (R)- 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyI)-l-piperidmyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with 4-(metfiylsulfonyl- 

methyl)piperidine. Yield=60%; MS (ESI+), 581(M+H)+. 

EXAMPLE 80 

4-chloro-N-(2,5-dichloropheDyl)-N-[4- [3- [(methylthio)methyl]-l -piperidinyl]-l(R)- 

methylbutyl] benzenesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[3-(methylthio)methyl]-l-piperidinyl]-l(R)- 
methylbutyl]benzenesulfonamide was prepared analogous to 4-cliloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with 3-(raethylthio- 

methyOpiperidine. Yield=91%; MS (ESI+), 549(M+H)+. 
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EXA MF LE 91 

4-chloro-N-(2,5-dichlorophenyl)-N-[4-[3-[(methylsuIfonyl)methyl]-l-piperid^ 

methy Ibu ty 1] benzenesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[3-(methylsulfonyl)methyl]- 1 -piperidinyl]-! (R)- 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyI)benzenesulfonam by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 •methyl-4-broniobutyl]benzenesulfonaniide with 3-(methylsulfonyl- 

methyl)piperidine. Yield=77%; MS (ESI+), 581(M+H)+. 

EXAMFJLE 8? 

4-chIoro-N-(2,S-dichlorophenyl)-N-[4-[(4-methylthio)-l-piperidinyll-l(R)- 
methylbutyl] benzenesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(4-methylthio)- 1 -piperidinyl]- 1(R)- 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l -piperidinyl)- l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with 4-(methylthio)- 

piperidine. Yield=88%; MS (ESI+), 535(M+H)+. 
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EXAMPLE 83 

4-chloro-N-(2,5-dichlorophenyI)-N-[4-[(4-methylsuIfonyl)-l-piperidinyl^ 
methylbutyllbenzenesulfonamide 




CI 



5 4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(4-methylsulfonyl)- 1 -piperidinyl]- 1 (R)-methylbutyl]- 

benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l -piperidinyl)- l(R)-methylpropyl)benzenesulfonam by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4-bromobutyl]benzenesulfonaniide with 4-(methylsulfonyl)- 
piperidine. Yield=92%; MS (ESI+), 567(M+H)-^. 



10 EXAMPLE 84 

4-chloro-N<2,5-dichlorophenyl)-N-[4-[(3-methylthio)-l-piperidinyl]-l^^^ 
methylbutyllbenzenesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(3-methylthio)-l-piperidinyl]-l(R)-methylbutyl]- 
15 benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-((methyl- 
sulfonyl)methyl)- 1 -piperidinyl)- 1 (R)-methylpropyl)benzenesuIfonamide by reacting 4-chloro-N-[2,5- 
dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with 3-(methylthio)piperidine. 
Yield=89%; MS (ESI+), 535(M+H)"*-. 
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4-chlororN-(2,5-dichlorophenyl)-N-[4-[(3-methylsuIfonyl)-l-piperidinyl]- 
inethylbutyl]benzeiiesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(3-methylsulfonyl)-l-piperidinyl]-l^^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichIorophenyl)-N-(3-(2-((methyl- 
sulfonyl)niethyl)-l-piperidinyl)4(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-[2,5- 
dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]ben2cnesulfonamide with 3-(methylsulfonyI)- 

piperidine, Yield=93%; MS (ESI+), 567(M+H)+. 

EXAMPLE 86 

4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(3-methylthio)-l-pyrrolidinyil-l(R)- 
metbylbutyl] benzenesulfonamide 




CI 



4-chloro-NK2,5-dichlorophenyl)-N-[4-[(3-methylthio)-l-pyn:olidinyl]-l(R)-met^^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropy])benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with 3-(methylthio)- 

pyrrolidine. Yield=86%; MS (ESI+), 521(M+H)+. 
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EXAM P LE 87 

4-chIoro-N-(2,5-dichlorophenyl)-N-[4-[(3-methylsulfonyl)-l-pyrrolidinyl]-l(R)- 

methylbutyljbeiizenesulfonainide 




4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(3-niethylsulfonyl)- 1 -pyrrolidinyl]- l(R)-methylbutyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4-bromobutyl]benzenesulfonamide with 3-(methylsulfonyl)- 

pyirolidine. Yield=88%; MS (ESI+), 553(M+H)+. 

EXAMPLE 88 

4-chloro-N-(2,5-dichlorophenyl)-N-(4-(2-(((R)-methylsulfonyl)methyl)-l-pyrroIidinyl)-l(R)- 

methylbutyObenzenesulfonamide 



4-chloro-N-(2,5-dichlorophenyl)-N-(4-(2-(((R)-methylsulfonyl)methyl)-l-pyrrolidinyl)-l(R)- 
methylbutyl)benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with (R)-(2-(methyl- 
sulfonyl)methyl)pyrrolidine. Yield=10 %; yellow oil: IR (neat. CH2CI2) 1349, 1301, 1166, 1130. 

1094, 622, cm-1; MS (ESI+), 569(M+H)+. 
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EXAMPLE 89 

4-chloro-N-(2,5-dichlorophenyl)-N-(4-(2-(((S)-methylsuIfonyl)methyl)-l-pyrrolidmyl)-l(R)- 

methylbutyI)benzenesuIfonainide 




CI 



5 4-chloro-N-(2,5-<iichlorophenyl)-N-(4-(2-(((S)-methylsulfonyl)methyl)- 1 -pyrrolidinyl)- 1 (R)- 

methylbutyl)benzenesulfonainide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfoiiamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with (S)-(2-(methyl- 
sulfonyl)methyl)pyirolidine. Yield=43 %; yellow oil: IR (neat, CH2CI2) 1467, 1350, 1302, 1167, 

10 1094. 622, cm-1; MS (ESI+), 569(M+H)+. 



EXAMPLE 90 

4-chloro-N-(2^dichlorophenyl)-N-(5-[3-[(methyIsulfonyl)methyl]-l-piperidinyl]-l(R)- 

methylpeiityl]beiizenesulfonainide 




CI 



15 4-chloro-N-(2,5-dichlorophenyl)-N-[5-[[3-(methylsulfonyl)methyl]-l-piperidinyl]-l(R)- 

methylpentyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3- 
(2-((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4- 
chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-5-bromopentyl]benzenesulfonamide with 3-(methyl- 

sulfonylmethyl)piperidine. Yield=74%; MS (ESI+), 595(M+H)+. 
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EXAMPLE 91 

4-chloro-N-(2,5-dichlorophenyl)-N-[5-[(4-methylsulfonyl)-l-piperidinyI]-l(R)- 
methylpentyljbenzenesulfonamide 




CI 



CI 



o=s=o 




N 



a 



s=o 



0 



CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[5-[(4-methylsulfonyl)- 1 -piperidinyl]- 1 (R)-niethylpentyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)4-piperidinyl)-l(R)-methylpropyl)benzenesulfona by reacting 4-chloro« 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-5-bromopentyl]ben2enesulfonamide with 4-(methylsulfonyl)- 

piperidine. Yield=79%; MS (ESI+), 581(M+H)+. 



4-chloro-N-(2,5-dichlorophenyl)-N-[5-[(3-methylthsulfonyl)- 1 -piperidinyl]- 1 (R)-methyl- 
pentyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((niethyIsulfonyl)niethyl)-l -piperidinyl)- l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-5-bromopentyl]benzenesulfonamide with 3-(methylsulfonyl)- 

piperidine. Yield=82%; MS (ESI+), 581(M+H)+ 



EXAMPLE 92 

4-chIoro-N-(2,S-dichlorophenyl)-N-[S-[(3-methyIsulfonyl)-l-piperidinyl]-l(R)- 
methy Ipentyl] b enzenesulfonamide 




CI 
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EXAMPLE 93 



4-cMoro-N-(2,5-dichlorophenyl)-N-[5-[(3-methyIsulfonyI)-l-pyrrolidinyl]-l(R)- 
niethylpentyl]beiizenesulfonamide 




CI 



CI 



CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[5-[(3-methyllhsulfonyl)-l-pyrrolidinyl]-l(R)-methyl- 
pentyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N- [2,5-dichlorophenyl]-N- [(R)- 1 -methyl-5-bromopentyl]benzenesulfonamide with 3-(methylsulfonyl)- 

pym)lidine. Yield=72%; MS (ESI+), 567(M+H)+. 

EXAMPLE 94 

4-chloro-N-(2,5-dichIorophenyl)-N-(5-(4-((inethylsulfonyl)methyl)-l-piperidinyI)-l(R)- 

methylpentyl)beiizenesulfonamide 



4-chloro-N-(2,5-dichlorophenyl)-N-[5-[[4-(methylsulfonyl)methyl]- 1 -piperidinyl]- 1 (R)- 
methylpentyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3- 
(2-((inethylsulfonyl)methyl)-l -piperidinyl)- l(R)-methylpropyl)benzenesulfonamide by reacting 4- 
chloro-N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-5-bromopentyl]benzenesulfonaniide with 4- 
(methylsulfonylmethyl)piperidine. Yield=68%; yellow oil: IR (neat, CH2CI2) 1467, 1301, 1166, 1136, 

1093, 622 cm-1; MS (ESI+), 595(M+H)+ 




CI 
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EXAMPLE 95 

4-chloro-N-<2,5-diciaorophenyl)-N-(S-(2-((methylsuIfonyl)methyI)-l-piperidinyI)-l(R)- 

methylpentyObenzenesulfonamide 

XXx 

o=s=o 

CI 

5 4-chloro-N-(2,5-dichlorophenyl)-N454[2-(me%lsulfonyl)methyl]- 1 -piperidinyl]- 1 (R)- 

methylpentyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3- 
(2-((methylsulfonyl)methyl)- 1 -piperidinyl)- 1 (R)-methylpropyl)benzenesulfonamide by reacting 4- 
chloro-N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-5-broniopentyl]benzenesulfonamide with 2-(methyl- 
sulfonylmethyl)piperidine. Yield=73 %; yellow oil: IR(neat, CH2CI2) 1467, 1297, 1166, 1139, 1094, 

10 623, cm-1; MS (ESI+), 595(M+H)+. 




EXAMf L E % 

4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxymethylO-thiazolidinyl)-l^^^ 
methylpropyl)benzenesulfoDamide 




CI 



1 5 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxymethyl-3-thiazolidinyl)- 1 (R)-methylpropyI)- 

benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l -piperidinyl)- l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-3-broniopropyl]benzenesulfonamide with 2-carboxymethyl-3- 

thiazolidine, Yield=6%; White powder: IR (KBr) 1747, 1467, 1352, 1166, 1094, 622 cm'^\ MS 
20 (ESI+), 537 (M+H)+. 
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EXAMPLE 97 

4-chIoro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxymethylO-thiazoU^ 
methylpropyl)benzenesulfonainide 




CI 



5 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxymethyl-3-thiazolidinyl)-l(R)-methyl^^ 

benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonam by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyl]benzenesulfonaniide with 2-carboxymethyl-3- 
thiazolidine. Yield=7%; White powder: IR (KBr) 1747, 1467, 1352, 1167, 1094, 622 cm-^; MS 
10 (ESI+), 537(M+H)+. 



EXAMPLE 98 

4-chloro-N-(2,5-dichlorophenyl)-N-(4-(2-carboxymethyl-3-thiazoIidinyl)-l(R)- 
methylbutyI)benzenesulfonainide 



OMe 




CI 



1 5 4-chloro-N-(2,5-dichlorophenyl)-N-(4-(2-carboxymethyl-3-thiazolidinyl)- 1 (R)-methylbutyl)- 

benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-4-bromobutyl]benzenesulfonamide with 2-carboxymethyl-3- 

thiazolidine. Yield=25%; MS (ESI+), 551(M+H)^. 
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EXAMPLE 99 

4-chloro-N-(2,5-dichlorophenyl)-N-(5-(2-carboxymethyI-3-thiazolidinyl)-l(R)- 
methylpentyI)beiizenesulfonamidc 




5 4-chloro-N-(2,5-dichlorophenyl)-N-(5-(2-carboxymethyl-3-thiazolidinyl)-l(^^ 

benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)niethyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-5-bromopentyl]ben2enesulfonamide with 2-carboxymethyl-3- 

thiazolidine. Yield=39%; Colorless oil: IR (neat, CH2CI2) 1748, 1467, 1352, 1167, 1095, 623 cm-^; 
10 MS (ESI+), 565(M+H)-^. 

EXAMriLE too 

4-chIoro-N-(2,5-dichlorophenyl)-N-(3-(5-carboxymethyl-3-thiazolidinyl)-l^^ 
methylpropyl)beiizenesulfoDamide - 




CI 



15 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(5-carboxymethyl-3-thiazolidinyl)-l(R)-methylpropyl)- 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)- 1 -piperidinyl)- 1 (R)-methylpropyl)benzenesulfonamide by reacting 4-chloro- 
N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyl]benzenesulfonamide with 5-carboxymethyl-3- 

thiazohdine. Yield=31%; Colorless oil: IR (neat, CH2CI2) 1742, 1467, 1352, 1167, 1094. 622 crn-l; 
20 MS (ESI+), 539 (M+H)"*". 



wo 00/50391 



PCTAJSOO/04560 



EXAMPLE 101 

4-chloro-N-(2,5-dichlorophenyl)-N-(3-(5-carboxymethyI-3-thiazoUdinyl)-l^^ 
methylpropyl)benzenesulfonaniide 




CI 



5 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(5-carboxymethyl-3-thiazolidinyl)-l(R)-methyI^ 

benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2- 
((methylsulfonyl)methyl)-l-piperidinyl)-l(R)-methylpropyl)benzenesulf^ by reacting 4-chloro- 

N-[2,5-dichlorophenyl]-N-[(R)- 1 -methyl-3-bromopropyl]benzenesulfonamide with 5-carboxymethyl-3- 

thiazolidine. Yield=21%; Colorless oil: IR (neat, CH2CI2) 1738, 1467. 1351, 1167, 1095, 622 cm-1; 
10 MS (ESI+), 539 (M+H)+ 

EXAMPX^E m 

4-chloro-N-(2,S-dichlorophenyl)-N-(3-(2-carboxy-3-thiazolidinyl)-l(R)- 
methylpropyl)benzenesuIfonamide 




CI 



15 To a stirring solution of 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxytnethyl-3- 

thiazolidinyl)-l(R)-methylpropyl)benzenesulfonamide (109 mg, 0.203 mmol) in methanol (20 mL) was 
added 50% aqueous KOH (1.0 mL) and the mixture was stirred at room temperature for 18 hours. The 
solvent was removed and the crude mixture was dissolved in CH2CI2 and washed with IN HCl. The 
CH2CI2 layer was dried over Na2S04 and evaporated to give crude product. Purification was 

20 performed over silica gel using 5-10% methanol in CH2CI2 with 0.5% NH4OH to afford 4-chloro-N- 
(2,5-dichlorophenyl)-N-(3-(2-carboxy-3-thiazolidinyl)- 1 (R)-methylpropyl)benzenesulfonamide as a 
beige foam in 66% yield. IR (KBr) 1467, 1351, 1167, 1094, 753, 622 cm"!; MS (ESI+). 523 (M+H)+ 
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EXAMPLE 103 

4-chloro-N-(2,5-dichIorophenyl)-N-(4-(2-carboxy-3-thiazolidinyI)-l(R)- 
inethylbutyi)benzenesuIfonainide 




o=s=o 




4-chloro-N-(2,5-dichlorophenyl)-N-(4-(2-carboxy-3-thiazolidinyl)-l(R)-methylbutyl)benzene- 
sulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxy-3- 
thiazolidinyl)- 1 (R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-(2,5-dichlorophenyl)-N- 
(4-(2-carboxymethyl-'3-thiazolidinyl)-l(R)-methylbutyl)ben2enesulfonamide with 50% aqueous KOH. 
Yield=77%; White foam: IR (KBr) 1467, 1351, 1 167, 1093, 753, 622 cm-1; MS (ESI+), 537 (M+H)+. 



4-chloro-N-(2,5-dichlorophenyl)-N-(5-(2-carboxy-3-thiazolidinyl)-l(R)-methylpentyl)benzene- 
sulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxy-3- 
thia2oIidinyl)-l(R)-methylpropyl)bcnzenesulfonamide by reacting 4-chloro-N-(2,5-dichIorophenyl)-N- 
(5-(2-carboxymethyl-3-thiazolidinyl)-l(R)-methylpentyl)ben2enesulfonamide with 50% aqueous KOH. 
Yield=67%; White foam: IR (neat, CH2CI2) 1467, 1350, 1167, 1093, 753, 622 crn-l; MS (ESI+), 553 
(M+H)+. 



EXAMP1LE 104 

4-chloro-N-(2,5-dichlorophenyI).N-(5-(2-carboxy-3-thiazolidinyi)-l(R)- 
methylpentyl)beiizenesulfonainide 
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E X AMPX.E I PS 

4-chloro-N-(2,S-dichIorophenyI)-N-(3>(5-carboxy-3-thiazolidinyl)-l(R)- 
inethylpropyl)benzenesuIfonaiiiide 




Ci 



4-chloro-N-(2,5-dichlorophenyl)-N-(3-(5-carboxy-3-thiazolidinyl)-l(R)-methyl^^^ 
sulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxy-3- 
thiazolidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-(2,5-dichlorophenyl)-N- 
(3-(5-carboxymethyl-3-thia2olidinyl)-l(R)-methylpropyl)benzenesulfonamide with 50% aqueous KOH. 
Yield=70%; White foam: IR (KBr) 1467, 1350, 1 167, 1094, 753, 622 cm-1; MS (ESI+), 525 (M+H)+ 

g XAMPLg 106 

4-chloro-N-(2,5-dichlorophenyI)-N-(4-(5-carboxy-3-thiazolidinyl).l(R)- 
methylbutyl)benzenesulfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-(4-(5 -carboxy-3-thiazoHdinyl)- 1 (R)-methylbutyI)benzene- 
sulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyI)-N-(3-(2-carboxy-3- 
thiazolidinyl)- 1 (R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-(2,5-dichlorophenyl)-N- 
(4-(5-carboxymethyl-3-thiazolidinyl>l(R)-methylbutyl)benzenesulfonamide with 50% aqueous KOH. 
Yield=45%; White powder: IR (KBr) 1467, 1350, 1167, 1094, 754, 622 cm"!; MS (ESI+), 537 
(M+H)+. 



wo 00/50391 



PCT/USOO/04560 



EXAMPLE 107 

4-chloro-N-(2,5-dichlorophenyl)-N-(5-(5-carboxy-3-thiazolidinyl)-l(R)- 
inethylpentyI)benzenesulfonainide 




CI 



5 4-chloro-N-(2,5-dichIorophenyl)-N-(5-(5-carboxy-3-thiazolidinyl)- 1 (R>inethylpentyl)ben2ene- 

sulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-(3-(2-carboxy-3- 
thiazolidinyl)-l(R)-methylpropyl)benzenesulfonamide by reacting 4-chloro-N-(2,5-dichlorophenyl)-N- 
(5-(5-carboxymethyl-3-thiazolidinyl)-l(R)-methylpentyl)benzenesulfonamide with 50% aqueous KOH. 
Yield=34%; White powder IR (KBr) 1467, 1350, 1167. 1094, 754, 623 cm"!; MS (ESI+), 551 
10 (M+H)+. 



EXAMPLE 108 

4-chloro<N-(2,5-dichlorophenyI>-N-[5-[N-(2,5-dichlorophenyl)-N-[(4- 
chlorophenyl)sulfonyl] amino]-l(R)-methylpeiityl] benzenesulfonamide 




01 



15 4-chloro-N-(2,5-dichlorophenyl)-N-[5-[N-(2,5-dichlorophenyl)-N-[(4-chlorophenyl)- 

sulfonyl]amino]-l(R)-methylpentyl]benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5- 
dichlorophenyl)-N-[4-[[4-(methylsulfonyl)methyl]- 1 -piperidinyl]- 1 (R)-methylbutyl]benzene- 
sulfonamide by reacting 4-chloro-N-(2,5-dichlorophenyl)-N-[4-bronio-l(R)-methylbutyl]benzene- 
sulfonamide with 4-chloro-N-(2,5-dichlorophenyl) benzenesulfonamide. Yield=20%; MS (ESI+), 

20 771(M+NH3)+. 
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EXAMPLE m 

4-chlor(HN-(5-chloro-2-fluorophenyl)-N-[4-[(methylsulfonyI)amino]-l(R^ 
methylbutyl]benzenesuIfonamide 




4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-[(me%lsulfonyl)amino]4(R)-methylb 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[4- 
(methylsulfonyl)methyl]-l-piperidmyl]4(R)-methylbutyl]benzenesulfo^ by reacting 4-chloro-N- 
(5-chloro-2-fluorophenyl)-N-[4-bromo- 1 (R)-methylbutyl]benzenesulfonamide with methane- 
sulfonamide. Yield=89%; MS (ESI+), 483(M+H)+. 

4-chloro-N-(5-chIoro-2-fluorophenyl)-N-[4-[(methylsulfonyl)methylainino]-l(R)- 

methylbutyl]beDzenesulfonamide 




4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-[(methylsulfonyl)methylamino]-l(^^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[4-(methyl- 
sulfonyl)methyl]-l-piperidinyl]-l(R)-methylbutyl]benzenesulfonamide by reacting 4-chloro-N-(5- 
chloro-2-fluorophenyl)-N-[4-bromo- 1 (R)-methylbutyl]benzenesulfonamide with N-methyl- 
methanesulfonamide. Yield=81%; MS (ESR), 497(M+H)-^. 
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4-chloro-N-(5-chIoro-2-fluorophenyl)-N-I4-(4-inorpholinyl)-l(R)- 
methylbutyI]benzenesulfonaiiiide 




CI 



4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-(morpholinyl)- 1 (R)-methyl^^ 
sulfonamide was prepared analogous to 4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[4-(methyl- 
sulfonyl)methyl]-l-piperidinyl]-l(R)-methylbutyl]benzenesulfonamide by reacting 4-chloro-N-(5- 
chloro-2-fluorophenyl)-N-[4-bromo- 1 (R)-methylbutyl]benzenesulfonamide with morpholine. 

Yield=87%; MS (ESI+), 475(M+H)+. 



EXAM F LEU ? 

4-chloro-N-(2,5-dichlorophenyI)-N-[4-nitro-l(R)-methylbutyl]benzenesulfonaim^ 




CI 



To a solution of 4-chloro-n-(2,5-dichlorophenyl)-n-[(r)-l-methyl-4-bromobutyl]ben2ene- 
sulfonamide (0.216 g, 0.444 mmol) in ether (4 mL) was added AgNOz (0.410 g, 2.67 mmol) at 22 °C. 
The resulting mixture was allowed to stir at 22 °C for 4 days and the mixture was filtered and 
concentrated under reduced pressure. Silica gel chromatography (1:9 ethyl acetate:hexanes) of the 
concentrate afforded 0.129 g of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl-4-nitrobutyl]- 
benzenesulfonamide as a light brown oil in 64% yield. MS (ESI) 45 1.1 (m+h). 
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EXAMPLE 113 

4-chloro-N-(2,S-difluorophenyl)-N-[4-nitro-l(R)-methylbutyl]beiizenesulfonamide 




To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)- 1 -methyl -4-bromobutyl]benzene- 
sulfonamide(0.194 g, 0.427 mmol) in ether (4 mL) was added AgNOz (0.395 g, 2.56 mmol) at 22 ^C. 
The resulting mixture was allowed to stir at 22 for 4 days. The mixture was filtered and 
concentrated under reduced pressure. Silica gel chromatography (1:9 ethyl acetate:hexanes) of the 
concentrate afforded 0.0913 g of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l-methyl-4-nitrobutyl]]- 
benzenesulfonamide as a hght brown oil in 50% yield. MS (ESI) 419. 1 (M+H). 



4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-nitro-l(R)-niethylbutyl]benzenesulfon-ami^^ 



To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-'[(R)- 1 -methyl-4-bromobutyl]- 
benzenesulfonamide (0.150 g, 0.320 mmol) in ether (4 mL) was added AgNOz (0.296 g, 1.92 mmol) at 
22 ®C. The resulting mixture was allowed to stir at 22 °C for 4 days. The mixture was filtered and 
concentrated under reduced pressure. Silica gel chromatography (1:9 ethyl acetate:hexanes) of the 
concentrate afforded 0.0746 g of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)-l-inethyl-4- 
nitrobutyl]benzenesulfonamide as a light brown oil in 53% yield. MS (ESI) 435.1 (M+H). 



EXAMPLE 114 




o=s=o 
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EXAMPLE 115 

4-chloro-N-[2,5-dichlorophehyl]-N-[(R)-l-methyM-(acetylainino)butyl] benzenesulfonamide 



To a solution of 4-chloro-N-[2,5-dichlorophenyl]-N-[R]-l-methyl-4-aminobutyl]benzene- 
sulfonamide (35.0 mg, 0.083 mmol) in CH2CI2 (2 mL) was added acetic anhydride (0.024 mL, 0.249 
mmol) and pyridine (0.027 mL, 0.332 mmol) at 0 °C. The resulting mixture was allowed to stir at 22 
®C overnight. To the reaction was added sat. sodium bicarbonate (20 mL). The product was extracted 
with CH2CI2 (2 X 20mL), dried over Na2S04, filtered, and concentrated under reduced pressure. Sihca 
gel chromatography (1:4 ethyl acetate:hexanes) of the concentrate afforded 37.8 mg of 4-chloro-N-[2,5- 
dichlorophenyI]-N-[(R)-l-methyl-4-(acetylamino)butyI]benzenesulfonamide as a colorless oil in 98% 
yield. MS (ESI) 463 (M+H). 

EXAMPLE 116 

4-chloro-N-(2,5-dichlorophenyI)-N-[4-[[[(S)hydroxy]phenyImethyl]carbonyI]amino]-l(R)- 

methylbutyl]benzenesulfonamide 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[[(S)hydroxy]phenylmethyl]carbonyl]amino]-l(R)- 
methylbutyljbenzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)- 
l-methyl-4-(acetylamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N- 
[R]-l-methyM-aminobutyl]ben2enesuIfonamide with (S)-O-acetyl-mandelic chloride. Yield=64%; MS 
(ESI+), 555(M+H)+. 




CI 




CI 
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4-chloro-N-(2,5-dichlo rophenyl)-N- [4- [ [ [(R)hy droxy] phenylmethy 1] carbonyl] amino] -1 (R)- 

methylbutyl]benzenesulfonamide 




CI 



CI 



CI 



5 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[[(R)hydroxy]phenylmethyl]carbonyl]amino]-K^^ 



methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[{R)- 
l-methyl-4-(acetylamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N- 
[R]-l-methyl-4-aminobutyI]benzenesulfonamide with (R)-0-acetyl-mandelic chloride, Yield=57%; 



CI 

4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[( 1 , 1 -dimethylethyl)carbonyl]amino]- 1 -methylbutyl]- 
15 benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4- 
(acetylamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[R]-l-methyl- 

4-aminobutyl]benzenesulfonamide with pivaloyl chloride. Yield=86%; MS (ESR), 505(M+H)'^. 



MS (ESI+), 555(M+H)+. 



10 



EXAMPLE 118 



4-chIoro-N-(2,5-dichlorophenyl)-N-[4-[[(l,l-dimethylethyl)carbonyI]ainino]-l- 
inethylbutyl]benzenesulfonamide 
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EXAMPLE 119 

4-chloro-N-(2,5-dichIorophenyI)-N-[4-[[(phenyl)carbonyl]amino|-l- 
methylbutyl] benzenesalfonamide 




CI 



5 4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[(phenyl)carbonyl]amino]-l(R)-methylbutyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4- 
(acetylamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[R]-l-methyl- 

4-aininobutyl]benzenesulfonamide with benzoyl chloride. Yield=84%; MS (ESI+), 525(M+H)"'". 



EXAMPLE 120 

10 4-chIoro-N-(2,5-dichlorophenyI)-N-[4-[[(methoxy)carboDyl]ainino]-l- 

methylbutyl] benzenesulfonamide 

XI _ 




4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[(methoxy)carbonyl]amino]-l(R)-me^^ 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4- 
15 (acetylamino)butyl]ben2enesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[R]-l-methyl- 

4-aniinobutyl]benzenesulfonamide with methyl chloroformate. Yield=96%; MS (ESI+), 479(Mh-H)''". 



wo 00/50391 



75 



PCT/USOO/04560 



EXAMPLE 121 

4-chloro-N-(2,5-dichlorophenyi)-N-[4-[[(l,l-dimethylethoxy)carbonyl]ainino]-l 

inethyIbutyl]beiizenesuIfonamide 




CI 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[(l,l-dimethylethoxy)phenylmethy 
l(R)-niethylbutyl]benzenesulfonaniide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N- 
[(R)-l-methyl-4-(acetylamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]- 
N-[R]-l-methyl-4-aminobutyl]benzenesulfonamide with di-tert-butyl dicarbonate. Yield=91%; MS 

(ESI+), 521(M+H)+, 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[(phenoxy)carbonyl]amino]-l(R)-naethylbutyl]bem^ 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-niethyl-4- 
(acetylamino)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[R]-l -methyl- 

4-aminobutyl]benzenesulfonamide with phenyl chloroformate. Yield=82%; MS (ESI+), 541(M+H)***. 



4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[(phenoxy)carbonyI]amino]-l- 
methylbutyllbeiizenesulfonamide 
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EXAMPLE 123 

4-chloro-N-(2,5-dichlorophenyI)-N-[4-[[(benzoxy)carbonyl]ainino]-l 
methylbutyllbenzenesulfonamide 




CI 



5 4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[(ben2yloxy)carbonyl]amino]-l(R)-^ 

benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-niethyl-4- 
(acetylamino)butyl]benzenesulfonainide by reacting 4-chlorO'N-[2,5-dichlorophenyl]-N-[R]-l -methyl- 
4-aminobutyl]benzenesulfonamide with benzyl chloroformate. Yield=81%; MS (ESI+), SSSCM+H)"^. 

EXAMPLE m 

10 4-chloro-N-(2,5-dichlorophenyI)-N-[4-(2-isopropoxy-3,4-dioxo-l-cycIobutenyl)am^^ 

methylbutyllbenzenesulfonamide 




CI 



To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl-4-aminobutyl]benzene- 
sulfonamide (0,207 g, 0.463 mmol) in THF (3 mL) was added 3,4-diisopropoxy-3-cyclobutene-l,2- 
15 dione (0.0963 g, 0,486 mmol) dissolved in THF (2 mL) at 22 ""C under nitrogen atmosphere. The 
resulting mixture was allowed to stir at 22 for 12 h. The mixture was concentrated under reduced 
pressure. Silica gel chromatography (3:7 ethyl acetaterhexanes) of the concentrate afforded 0.135 g of 
4-chloro-N-(2,5-dichlorophenyl)-N-[4-(2-isopropoxy-3,4-dioxo-l-cyclobutenyl)amine-l(R)-methyl- 
butyl]benzenesulfonamide as a white solid in 50% yield. MS (ESI) 559.2 (M+H). 
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E XAMPLE 125 

4-chloro-N-(5-chloro-2-fluorophenyI)-N-I4-(2-lsopropoxyO,4-dioxo-l-cycIobutenyl)^ 

methylbutyljbenzenesulfonainide 




CI 



5 To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)-l-methyl-4-aminobutyl]- 

benzenesulfonamide (0.185 g, 0.455 mmol) in THF (4 mL) was added 3,4-diisopropoxy-3-cyclobutene- 
1,2-dione (0.0948 g, 0.478 mmol) dissolved in THF (2 mL) at 22 ""C under nitrogen atmosphere. The 
resulting mixture was allowed to stir at 22 °C for 12 h. The mixture was concentrated under reduced 
pressure. Silica gel chromatography (3:7 ethyl acetaterhexanes) of the concentrate afforded 0.182 g of 
1 0 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-(2-isopropoxy-3 ,4-dioxo- 1 -cyclobutenyl)amine- 1 (R)- 
methylbutyl]ben2enesulfonamide as a white solid in 74% yield. MS (ESI) 543.2 (M+H). 

EXAMPLE 126 

4-chloro-N-(2y5-difluorophenyl)-N-[4-(2-isopropoxy-3,4-dioxo-l-cyclobutenyI)amine-l(R)*- 

methyIbutyl]benzenesulfonamide 




15 CI 

To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)- 1 -methyl -4-aminobutyl]benzene- 
sulfonamide (0.243 g, 0.635 mmol) in THF (7 mL) was added 3,4-diisopropoxy-3-cyclobutene-l,2- 
dione (0.138 g, 0.698 mmol) dissolved in THF (3 mL) at 22 °C under nitrogen atmosphere. The 
resulting mixture was allowed to stir at 22 °C for 12 h. The mixture was concentrated under reduced 
20 pressure. Silica gel chromatography (3:7 ethyl acetate:hexanes) of the concentrate afforded 0.135 g of 
4-chloro-N-(2,5-difluorophenyl)-N-[4-(2-isopropoxy-3 ,4-dioxo- 1 -cyclobutenyl)amine- 1 (R)- 
methylbutyljbenzenesulfonamide as a white solid in 47% yield. MS (ESI) 527.2 (M+H). 



wo 00/50391 



78 



PCT/USOO/04560 



EXAMPLE 1?7 



4-chloro-N-(2,S-dichlorophenyl)-N-(4-(2-isopropoxy-3,4-dioxo-l-cyclobutenyl)am^ 

niethyIpropyI]beiizenesulfonainide 



To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl-3-aminopropyl]benzene- 
sulfonamide (0.328 g, 0.805 mmol) in THF (6 mL) was added 3,4-diisopropoxy-3-cyclobutene-l,2- 
dione (0.176 g, 0.885 mmol) dissolved in THF (2 mL) at 22 ""C under nitrogen atmosphere. The 
resulting mixture was allowed to stir at 22 for 12 h. The mixture was concentrated under reduced 
pressure. Silica gel chromatography (3:7 ethyl acetaterhexanes) of the concentrate afforded 0.185 g of 
4-chloro-N-(2.5-dichlorophenyl)-N-[3-(2-isopropoxy-3,4-dioxo-l-cyclobutenyl)amine-l(R). 
methylpropyl]benzene-sulfonamide as a white solid in 80% yield. MS (ESI) 545 (M+H). 



4-chloro-N-(5-chloro-2-fluorophenyI)-N-(4-(2-isopropoxy-3,4-dioxo-l-cyclobutenyl)amine-l(R)- 

methylpropyljbenzenesulfonamide 



To a solution of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[(R)- 1 -methyl-3-aminopropyl]- 
benzenesulfonamide (0.389 g, 0.995 mmol) in THF (7 mL) was added 3,4.diisopropoxy-3-cyclobutene- 
1,2-dione (0.217 g, 1.09 mmol) dissolved in THF (3 mL) at 22 ''C under nitrogen atmosphere. The 
resulting mixture was allowed to stir at 22 for 12 h. The mixture was concentrated under reduced 
pressure. Silica gel chromatography (3:7 ethyl acetate:hexanes) of the concentrate afforded 0.243 g of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[3-(2-isopropoxy-3,4-dioxo- 1 -cyclobutenyl)amine- 1(R)- 
methylpropyl]benzenesulfonamide as a white solid in 46% yield. MS (ESI) 529.1 (M+H). 




CI 



EXAMPLE 128 
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EXAMPLE m 



4-chloro-N-<2,5-diflaorophenyI)-N-[4-(2-isopropoxy-3,4-dioxo-l-cyclobutenyl)amine-l(R)- 

methylpropyljbenzenesulfonainide 




o=s=o H o 




CI 



5 



To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l-methyl-3-aminopropyl]benzene- 



sulfonamide (0.401 g, 1.07 mmol) in THF (6 mL) was added 3,4-diisopropoxy-3-cyclobutene-l,2-dione 
(0.233 g, 1,18 mmol) dissolved in THF (4 mL) at 22 °C under nitrogen atmosphere. The resulting 
mixture was allowed to stir at 22 ^'C for 12 h. The mixture was concentrated under reduced pressure. 
Silica gel chromatography (3:7 ethyl acetaterhexanes) of the concentrate afforded 0.392 g of 4-chloro- 
1 0 N-(2,5-difluorophenyl)-N-[3-(2-isopropoxy-3 ,4-dioxo- 1 -cyclobutenyl)amine- 1 (R)-methylpropyl]- 
benzenesulfonamide as a white solid in 71% yield. MS (ESI) 513.1 (M+H). 

EXAMPLE 13 0 

4-chIoro-N-(2,5-dichlorophenyl)-N-[3-[2-[4<hIoro-N-(2,5-dichlorophenyl)-N-[(3-am 
methylpropyI]benzenesulfonaiiiide]-3,4-dioxo-l-cyclobutenyI]amine-l(R)- 
1 5 methylpropyl]benzenesulfonaiiiide 



To a solution of 4-chIoro-N-(2,5-dichlorophenyl)-N-[(R)-l-methyl-4-aminobutyI]benzene- 
sulfonamide (0.125 g, 0.367 mmol) in methanol (3.0 mL) was added 4-chloro-N-(2,5-dichlorophenyl)- 
N-[4-(2-isopropoxy-3 ,4-dioxo- 1 -cyclobutenyI)amine- 1 (R)-methylpropyl]benzenesulfonamide (0. 1 67 g, 
20 0.306 mmol) at 22 The resulting mixture was heated to reflux for 12 hours. The desired compound 
precipitated while the mixture cooled to 22 ^C. The mixture was filtered, washed with ethyl acetate (4 
mL X 2), and dried under reduced pressure to afford 0.140 g of 4-chloro-N-(2,5-dichlorophenyl)-N-[3- 
[2-[4-chloro-N-(2,5-dichlorophenyl)-N-[(3-amino)-l(R)-methylpropyl]benzenesulfonamide]-3,4-dioxo- 
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l-cyclobutenyl]amine-l(R)-methylpropyl]benzcnesulfonamide as a white solid in 52% yield. MS (ESI) 
893.1 (M+H). 



To a solution of 4-chloro-N-(5-fluoro-2-chlorophenyl)-N-[(R)- 1 -methyl-4-aminobutyl]- 
benzenesulfonamide (0.189 g, 0.483 mmol) in methanol (4.0 mL) was added 4-chloro-N-(5-fluoro-2- 

1 0 chlorophenyl)-N-[4-(2-isopropoxy-3 ,4-dioxo- 1 -cyclobutenyl)-amine- 1 (R)- 

methylpropyl]benzenesulfonamide (0.214 g, 0.403 mmol) at 22 ''C. The resulting mixture was heated 
to reflux for 12 hours. The desired compound precipitated while the mixture cooled to 22 °C. The 
mixture was filtered, washed with ethyl acetate (4 mL X 2), and dried under reduced pressure to afford 
0. 1 74 g of 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[3-[2-[4<hloro-N-(5-chloro-2.fluorophenyl)-N4(^ 

1 5 amino)- 1 (R)-methylpropyl]benzenesulfonamide]-3 ,4-dioxo- 1 -cyclobutenyl]amine- 1 (R)- 
methylpropyl]benzenesulfonamide as a white solid in 50% yield. MS (ESI) 861.1 (M+H). 



5 



4-chIoro-N-(5'-chloro-2-fluorophenyI)*N-[3-[2-[4-chIoro-N-(5-chIoro-2-fluorophenyl)-N-[(3- 
amino)-l(R)-methylpropyI]benzenesuIfonamide]-3,4-dioxo-l-cycIobutenyl]amine^ 

methylpropyllbenzenesulfonaniide 



CI 
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EXAMPLE 132 

4-chloro-N-(2,5-dinuorophenyl)-N-(3-[2-|4-chIoro-N-(2,5-difluoroplieDyI)-N-[(3-amino)-l(R)- 
methylpropyl]beiizenesulfonaiiiide]-3,4-dioxo-l-cycIobutenyI]aiiiine-l(R)- 
5 methylpropyl]beiizenesulfonamide 




To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)''l-methyl-4-aminobutyl]-benzene- 
sulfonamide (0.140 g, 0.374 mmol) in methanol (3.0 mL) was added 4-chloro-N-(2,5-difluorophenyl)- 

1 0 N-[4-(2-isopropoxy-3 ,4-dioxo- 1 -cyclobutenyl)amine- 1 (R)-methylpropyl]benzenesulfonamide (0.159 g, 
0.31 1 mmol) at 22 °C, The resulting mixture was heated at reflux to 12 hours. The desired compound 
precipitated while the mixture cooled to 22 . The mixture was filtered, washed with ethyl acetate (3 
mL X 2), and dried under reduced pressure to afford 0.124 g of 4-chloro-N-(2,5-difluorophenyl)-N-[3- 
[2-[4-chloro-N-(2,5-difluorophenyl)-N-[(3-amino)-l(R)'"methylpropyl]ben2enesulfonamide]-3,4-dioxo- 

15 l-cyclobutenyl]amine-l(R)-methylpropyl]benzenesulfonamide as a white solid in 48% yield. MS (ESI) 
827.2 (M+H) 



4-chloro-N-[5-chloro-2-(hydroxymethyI)phenyIl-N-[4-(ethylthio)]-l-(R )- 
methylbutyljbeiizenesulfonamide 



OH 



20 




To a solution of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyI]-N-[(R)- 1 -methyl-4- 
bromobutyl-benzenesulfonamide (0.650 g, 1.24 mmol) in tetrahydrofuran (2 mL) was added sodium 
thioethoxide (0.1 15 g, 1.36 mmol) under nitrogen at 0 ^C, The mixture was stirred overnight at 22 °C. 
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The mixture was quenched with 2M NaOH (3 mL), extracted with ethyl ether (2 x 20 mL), dried over 

Na2S04, and filtered. The orgainic solvent was concentrated under reduced pressure. Silica gel 

chromatography (1:9 ethyl acetate:hexanes) afforded 0.500 g of 4-chloro-N-[5-chloro-2- 

(hydn)xymethyl)phenyl]-N-[4-(ethylthio)]-l-(R)-methylbutyl]benzenesulfonamide as a yellow oil in 
87% yield. MS (ESI+), 462(M+H)+. 



EXAMPLE 1.^4 

4-chloro-N-[5-chIoro-2-(hydroxymethyl)phenyl]-N-[l(R)-methyl-(4- 
methylthio)butyI]beiizenesulfonamide 
OH 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4-(methylthio)]-l-(R)-metiiyIbutyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4- 
(ethyIfluo)]-l-(R)-methylbutyl]ben2enesulfonamide by reacting 4-chloro-N-[5-chloro-2- 
(acetoxymethyl)phenyl].N-[(R)-l.methyl-4-bromobutyl-benzenesulfonamide with sodium 
thiomethoxide. Yield=77%; MS (ESI+), 448(M+H)+. 



EXAMPI.K 

4-chloro-N-I5-chloro-2-(hydroxymethyl)phenyI]-N-[l(R)-methyl-(4-[(l- 
methyiethyl)thio]butyl]beiizenesulfoiiamide 

OH 




4-chloro-N-[5-chloro-2-(hydroxymethyI)phenyl]-N-[( 1 -melhylethyl)thio]- 1 -(R)-methylbutyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4- 
(ethylthio)]-l-(R)-methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[5-chloro-2- 
(acetoxymethyl)phenyl]-N-[(R)-l-methyl-4-bromobutyl-benzenesulfonamide with sodium thio-iso- 
propoxide. Yield=84%; MS (ESI+), 476(M+H)+. 
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EXAMPLE 136 



4-chloro-N-[5-chloro-2-(hydroxyinethyl)phenyl]-N-[l(R)-inethyI-(4-[(l,l- 
dimethylethyl)thio]butyi]beiizenesulfonamide 



OH 



01 



CI 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[ 1 (R)-methyl-(4-[( 1,1- 
dimethylethyl)thio]butyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2- 
(hydroxymethyl)phenyl]-N-[4-(ethylthio)]- 1 -(R)-methylbutyI]benzenesulfonamide by reacting 4- 
chloro-N-[5-chloro-2-(acetoxyniethyl)phenyl]-N-[(R)-l-niethyl-4-bromobutyl-benzenesulfo^ 
with sodium thio-tert-butoxide. Yield=84%; MS (ESI+), 490(M+H)+. 



4-chloro-N-[5-chloro-2-(hydroxyniethyl)phenyl]-N-[4-(phenylthio)]-l-(R)-methylbuty^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4- 
(ethylthio)]- 1 -(R)-methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[5-chlorO'-2- 



EXAMPLE 137 



4-chloro-N-[S-chIoro-2-(hydroxyniethyl)phenyl]-N-[l(R)*methyl-(4- 
phenylthio)butyl]benzenesulfoiiaiiiide 



OH 




(acetoxymethyl)phenyl]-N- [(R)- 1 -methyl-4-bromobutyl-benzenesulfonamide 
thiophenoxide. Yield=79%; MS (ESI+), 510(M+H)+. 



with 



sodium 



wo 00/50391 



84 



PCT/USOO/04560 



EXAMPLE 138 

4-ethylthio-N-[5-chloro-2-(hydroxymethyI)phenyl]-N-[l(R)-methyl-(4- 
ethylthio)butyl]benzenesulfonamide 

OH 




To a solution of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[(R)-l-methyl-4- 
broniobutyl]benzenesulfonainide (1.00 g, 1.91 mmol) in DMF (4 mL) was added sodium thioethoxide 
(0.535 g, 7.63 mmol) under nitrogen at 0 °C. The mixture was stirred overnight at 22 "C. The mixture 
was quenched with H2O (3 mL), extracted with ethyl ether (2 x 20 mL), dried over Na2S04, and 
filtered. The organic solvent was concentrated under reduced pressure. Silica gel chromatography (1 :9 
ethyl acetate:hexanes) afforded 0.123 g of 4-ethylthio-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4- 
(ethylthio)]-l-(R)-methylbutyl]benzenesulfonamide as a yellow oil in 14% yield. MS (ESI+), 488 
(M+H)+. 



EXAMPLE U9 

4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-14-[ethyl)suIfonyl]-l-(R)-metliylbutyl] 

benzenesulfonamide 



OH 
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4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4-(ethyl)sulfinyll]-l-(R)- 
methylbutyl]benzenesulfonaiiiide 




To a solution of 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4-(ethylthio)]-l-(R)- 



methylbutyljbenzenesulfonamide (0.088 g, 0.190 mmol) in CH2C12 (2 mL) was added 80% 3- 
chloroperoxybezoic acid (0.062 g, 0.285 mmol) at 0 **C. Stirring was continued for 2 h at 22 °C. The 
mixture was quenched with H20 (10 mL), extracted with CH2CI2 (2 x 20 mL), dried over Na2S04, and 
filtered. Solvent was concentrated under reduced pressure to afford a yellow oil. Silica gel 
chromatography (2% methanoLCHjCU, 5% methanohCHjClj) gave 48.7 mg of 4-chloro-N-[5-chloro- 
2-(hydroxymethyl)phenyl]-N-[4-[(ethyl)sulfonyl].l-(R)-methylbuty] benzenesulfonamide in 52% yield 
and 39.8mg of 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4-[ethyl)sulfinyl]. 1 -(R). 
methylbutyl]benzenesulfonamide in 44% yield; MS (ESI) 494 (M+1); MS (ESI) 478 (M+1), 



4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[l(R)-methyl-(4-methylsulfinyl) 
benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4. 
(ethyl)sulfinyl]- 1 -(R)-methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[5-chloro-2- 
(hydroxymethyl)phenyl]-N-[4-(methylthio)]-l-(R)-methylbutyl]benzenesulfonamide with 3- 
chloroperoxybezoic acid. Yield=61%; MS (ESI+), 464(M+H)+. 



EXAMPLE 140 



4-chloro-N-[5-chloro-2-(hydroxymethyI)phenyl]-N-[l(R)-methyl-(4- 
methylsuIfinyl)butyl]benzenesulfonamide 
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EXAMPLE 141 



4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[l(R)-methyl-<4- 
methyIsulfonyI)butyl]benzenesulfonainide 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[l(R)-methyI-(4-methylsulfonyl)^^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chIoro-2-(hydroxyme1hyl)phenyl]-N-[4- 
[ethyl)sulfonyl]-l-(R)-methylbu1yl]benzenesulfonamide by reacting 4-chloro-N-[5-chloro-2- 
(hydroxymethyl)phenyl]-N-[-(methylthio)]- 1 -(R)-methylbutyl]benzenesulfonamide with 3- 
chloroperoxybezoic acid. Yield=71%; MS (ESI+), 480(M+H)+. 



4-chloro.N-[5-chIoro-2-(hydroxymethyl)phenyl]-N-[( 1 -methylethyl)sulfinyl]- 1 -(R)- 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2- 
(hydroxymethyl)phenyl]-N-[4-(ethyl)sulfinyl]-l-(R)-methylbutyl]benzenesulfonamide by reacting 4- 
chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[(l-methylethyl)thio]-l-(R).methylbutyl]benzene. 
sulfonamide with 3-chloroperoxybezoic acid. Yield=43%; MS (ESI+), 492(M+H)+. 



EXAMPLE 142 



4-chIoro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[l(R)-methyl-(4-[(l- 
methyIethyI)siilfinyl|butyl]benzenesulfonamide 
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EXAMPLE 141 

4-chloro-N-[5-chloro-2-(bydroxyinethyl)phenyll-N-[l(R)-inethyl-(4-((l- 
inethylethyl)sulfonyl]butyI]benzenesulfonaniide 

OH 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[( l-methylethyl)sulfinyl]- 1 -(R)- 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2 
(hydroxymethyl)phenyl]-N-[4-(ethyl)sulfonyl]-I-(R)-niethylbutyl]benzenesulfonamide by reacting 4 
chloro-N-[5-chloro-2-(hydroxyniethyl)phenyl]-N-[(l-methylethyl)thio]-l-(R)-methylbutyl]bera^ 
sulfonamide with 3-chloroperoxybezoic acid. Yield=46%; MS (ESI+), 508(M+H)+. 



EXAlSfPT.F 144 

4-chloro-N-[5-chloro-2-(hydroxyinethyl)phenyl]-N-(l(R)-inethyl-(4-[(l,l- 
dimethylethyl)salfinyI]butyl]benzenesulfonaiiiide 



OH 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N- [ 1 (R)-methyl-(4-[( 1,1- 
dimethylethyl)sulfmyl]butyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2 
(hydroxymethyl)phenyl]-N-[4-(ethyl)sulfinyl]-l-(R)-methylbutyl]benzenesulfonamide by reacting 4- 
chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[l(R)-methyl-(4-[(l,l-dimethylethyl)thio]butyl]- 
benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=50%; MS (ESI+), 506(M+H)+. 
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EXAMPLE 145 

4-cliloro-N-|5-chioro-2-(hydroxymethyl)phenyl]-N-[l(R)-methyl-(4-[(l,l- 
dimethylethyl)sulfonyl]butyl]benzenesuIfonainide 

OH 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[ 1 (R)-methyl-(4-[( 1,1- 
dimethylethyl)sulfonyl]butyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2- 
(hydroxymethyl)phenyl]-N-[4-(ethyl)sulfonyl]-l-(R)-methylbutyl]benzenesulfonamide by reacting 4- 
chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[l (R)-methyl-(4-[(l , 1 -dimethylethyl)thio]butyl]- 
benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=41%; MS (ESI) 522 (M+1). 



EXAMPLE 146 

4-ethylsulfonyl-N-[5-chIoro-2-(hydroxyinethy])phenyl]-N-[l(R)-methyI-(4- 
ethylsulfonyl)butyl]benzenesuifonainide 



OH 




To a solution of 4-ethylthio-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[l(R)-me%l-(4- 
ethylthio)butyl]benzenesulfonamide (0.123 g, 0.267 mmol) in CH2CI2 (3 mL) was added 80% 3- 
chloroperoxybezoic acid (0.231 g, L07 mmol) at 0 °C. Stirring was continued for 2h at 22 ^C. The 
mixture was quenched with H20 (10 mL), extracted with CH2CI2 (2 x 20 mL), dried over Na2S04, and 
filtered. Solvent was concentrated under reduced pressure to afford a yellow oil. Silica gel 
chromatography (2% methanol:CH2Cl2, 5% methanoliCHjCh) gave 99.3 mg of 4-ethylsulfonyl.N-[5- 
chloro-2-(hydroxymethyl)phenyl]-N-[l(R)-methyl.(4-ethylsulfonyl)butyl]benzenesulfonami^^ in 71% 
yield. MS (ESI+), 569(M+NH3)+. 
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EXAMPLE 147 



4-cliIoro-N-[2,S-dichlorophenyI]-N-[4-(ethyIthio)]-l(R)-methylbutyI] benzenesulfonamide 



To a solution of NaH (0.025g, 1.03 mmol) in tetrahydrofuran (2 mL) was added ethanethiol 
(0.096 g, 1.54 mmol), followed by 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4- 
bromobutyl]benzenesulfonamide (0.500 g 1.03 mmol) under nitrogen at 0°C. The reaction was stirred 
overnight at 22 °C. The mixture was quenched with H2O (3 mL), extracted with ethyl ether (2 x 10 
mL), dried over Na2S04, and filtered. The organic solvent was concentrated under reduced pressure. 
Silica gel chromatography (1:9, ethyl acetate:hexanes) afforded 0.460g of 4-chloro-N-[2,5- 
dichlorophenyl}-N-[4-(ethylthio)]-l-(R)-methylbutyl]benzenesulfonamide as a yellow oil in 59% yield. 



4-chloro-N-(2,5-dichlorophenyl]-N-{l(R)-methyl-(4-methylthio)butyl]benzenesu]fonamide 



4-chloro-N-[2,5-dichlorophenyl]-N-[ 1 (R)-methyl-(4-methylthio)butyl]benzenesulfonamide was 
prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-ethylthio)butyl]- 
benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4-bromobutyl]- 
benzenesulfonamide with sodium thiomethoxide. Yield=100%; MS (ESI+), 452(M+H)+. 




LC/MS 466. 



EXAMPLE 148 
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EXAMPLE 149 
4-chloro-N-[2,5-dichlorophenyl]-N-(l(R)-methyl-(4-[(l- 
methylethyl)thio]butyl]benzenesulfonainide 




4-chloro-N-[2,5-dichlorophenyl]-N-[ 1 (R)-methyl-(4-[( 1 -methylethyl)thio]butyl]bcnzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-inethyl-(4- 
ethylthio)butyl]benzenesulfonamide by reacting 4-chlon)-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4- 
bromobutyl]benzenesulfonamide with sodium thio-iso-propoxide. Yield=100%; MS (ESI+), 478(M- 
H)+. 



EXAMPLE l^sn 
4-chloro-N- [2,5-dichlorophenyl]-N- [ l(R)-methyI-(4-((2- 
methylpropyl)thio)sulfonyi]butyl]benzenesuifonainide 




4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-[(2-methylpropyl)thio)sulfonyl]butyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4- 
ethylthio)butyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-methyl-4- 
bromobutyljbenzenesulfonamide with sodium thio-iso-butoxide. YieId=IOO%; MS (ESH-), 
494(M+H)+. 
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EXAMPLE 151 

4-cbloro-N-IS-chloro-2-flaorophenyl]-N-[l(R)-methyl-(4-methylthio)butyl]benzenesulfonamide 




4-chloro-N-[5-chloro-2-fluorophenyl]-N-[4-(methylthio)]-l-(R)-methylbutyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethylthio)]-l-(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[(R)-l-methyl-4- 
bromobutyl]benzenesulfonamide with sodium thiomethoxide. Yield=98%; MS (ESI+), 436(M+H)"*". 

EXAMPrE1j>2 

4-chloro-N-[5-chioro-2-fluorophenyI]-N-[l(R)-inethyl-(4-etbylthio)butyI]beiizenesulfonainide 




4-chloro-N-[5-chloro-2-fluorophenyl]-N-[4-(ethylthio)]-l-(R)-niethylbutyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyI]-N-[4-(ethylthio)]-l-(R). 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-(5-chloro-2-fluorophenyl]-N-[(R)-l-methyl-4- 
bromobutyljbenzenesulfonamide with sodium tiiioethoxide. Yield=92%; MS (ESI+), 450(M+H)+. 

EXAMPLE 1 S3 

4-chloro-N-[2,5-difluorophenyl]-N-[l(R)-methyl-(4-methyIthio)butyl]beiizenesulfonaiiiide 
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4-chloro-N-[2,5-difluorophenyl]-N-[ 1 (R)-methyl-(4-methylthio)butyl]benzenesulfonamide was 
prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-[ethyl)thio]-l-(R)-methylbutyl]- 
benzenesulfonamide by reacting 4-chloro-N-[2,5-difluorophenyl]-N-[(R)-l-methyl-4-bromobutyl]- 
benzenesulfonamide with sodium thiomethoxide. Yield= 97%; MS (ESI+), 420 (M+H)+. 



EXAMPLE 1«>4 

4-chloro-N-[2,5-diOuorophenyll-N-[l(R)-methyl-(4-ethylthio)batyI]beiizenesuIfonamide 




4-chloro-N-[2,5-difluorophenyl]-N-[l(R)-methyl-(4-ethylthio)butyl]benzenesulfonamide was 
prepared analogous to 4-chloro-N-[2,5-dichlorophenyI]-N-[4-(ethyl)thio]-l-(R)-methylbutyl]- 
benzenesulfonamide by reacting 4-chloro-N-[2,5-difluorophenyl]-N-[l(R)-methyl-(4-bromo)butyl]- 
benzenesulfonamide with sodium thioethoxide. Yield= 96%; MS (ESI+), 434(M+H)+. 



EXAMPLE 1f>*> 
4-chloro-N-[2,5-difluorophenyl]-N-[l(R)-inethyl-(4-[(l- 
methylethyl)thio]butyl]beiizenesulfonamide 




4-chloro-N-[2,5-difluorophenyl]-N-[l(R)-methyl-(4-[(l-methylethyl)thio]butyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)thio]-l-(R)- 
methylbutyljbenzenesulfonamide by reacting 4-chloro-N-[2,5-difIuorophenyl]-N-[(R)-l-methyl-4- 
bromobutyl]benzenesulfonamide with sodium thio-iso-piopoxide. Yield= 89%; MS (ESI+), 
448(M+H)+. 
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EXAMPLE 156 

4-chloro-N-[2, 5'-dichlorophenyl]-N-[4-(ethyl)sulfinyl]-l"( R )-methylbutyl]benzenesulfonainide 




5 4-chloro.N.[2, 5-dichlorophenyI].N-[4.(ethyl)sulfonyl]-l-( R )-methylbutyll 

benzenesulfonamide 




To a solution of 4-chloro-N-[2,5-dichlorophenyl}-N-[4-(ethylthio)]-l-(R)- 
methylbutyl]benzenesulfonamide (0.460 g, 0.600 mmol) in CH2CI2 (6 mL) was added 80% 3- 

10 chloroperoxybezoic acid (0.166 g, 0.957 mmol) at 0 ^'C. Stirring was continued for 2 h at 22 °C. The 
mixture was quenched with H2O (10 mL) extracted with CH2C12 (2x10 mL), dried over Na2S04, and 
filtered. Solvent was concentrated under reduced pressure to afford a yellow oil. Silica gel 
chromatography (2% methanol:CH2Cl2, 5% methanol :CH2Cl2) gave 0.170 g of 4-chloro-N-[2,5- 
dichlorophenyl]-N-[4-[(ethyl)sulfonyl]-l-(R)-methylbuty] benzenesulfonamide in 56% yield and 0.130 

15 g of 4-chloro-N-[2,5-dichlorophenyl]-N-[4-[ethyl) sulfoxyl]-l-(R)-methylbutyl] benzene sulfonamide 
in 44% yield. MS (ESI) 498 (M+1); MS (ESI) 482 (M+1). 
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EXAMPT.K If;? 

4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-methylsulfinyl)butyl]beiizenesulfonamide 




4-chloro-N-[2,5-<iichlorophenyl]-N-[l(R)-me%l-(4-methylsulfmyl)butyl]benzenesulfonamide 
was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyI)sulfinyll]-l-(R)- 
methylbutyljbenzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(methylthio)]-l-(R 
)-methylbutyI]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=47%; MS (ESI+), 466(M- 
H)+. 



EXAMPT.F 158 

4-chloro-N-{2,5-dichlorophenyl]-N-[l(R)-methyl-(4-methylsulfonyl)butyl]beDzenesulfonaiidde 




4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-methylsulfonyl)butyl]benzenesulfonamide 
was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-[ethyl)sulfonyl]-l-(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(methylthio)]-l-(R 
)-methylbutyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=42%; MS (ESI+), 482(M- 
H)+. 
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EXAMPLE 1S9 



4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-inethyI-(4-((l- 
metbylethyl)suirinyl]batyl]benzenesulfonamide 




4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-me%l-(4.[(l-methylethyl)sulfinyl]butyl]ben2ene- 



sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-[ethyl)sulfinyl]-l-(R)- 
meAylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-[(l- 
methylethyl)thio]butyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=54%; MS (ESI+), 
496(M+H)+. 



4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-[(l.methylethyl)sulfonyl]butyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-[ethyl)sulfonyl]-l-(R)- 
melhylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-mefeyl-(4-[(l- 
methylethyl)thio]butyI]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=38%; MS (ESI+), 
512(M+H)+. 



EXAMPLE 160 
4-chIoro-N-(2,5-dichlorophenyl]-N-[l(R)-methyl-(4-[(l- 
methylethyl)sulfonyI]batyl|benzenesulfonaiiiide 
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EXAMPLE 161 
4-chloro-N-[2,5-dichlorophenyl]-N-(l(R)-methyl-(4-[(2- 
methylpropyI)sulfinyl]butyI]benzenesulfonaiiiide 




4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-[(2-methylpropyl)sulfmyl]butyl]benM 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlOTophenyl]-N-[4-[ethyl)sulfinyl]-l-(R)- 
methylbutyllbenzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(4-[(2- 
methylpropyl)thio]butyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=29%; MS 
(ESI+), 508(M-H)+. 

EXAMPLE 162 
4-chIoro-N-[2^-dichlorophenyl]-N-[l(R)-methyl-(4-[(2- 
methylpropyl)sulfonyl]butyl]benzenesulfonaniide 




This compound was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
(ethyl)suIfonyl].l-(R)-methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-dichlorophenyl]- 
N-[l(R)-methyl-(4-[(2-methylpropyl)thio]butyI]benzenesulfonamide with 3-chloroperoxybezoic acid. 
Yield=35%; MS (ESI+), 526(M+H)+. 
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EXAMPLE 16.^ 



4-chloro-N-[5-cliloro-2-fluorophenyI]-N-[l(R)-methyI-(4- 
inethyIsuirinyl)butyl)benzenesulfonaiiiide 




4-chloro-N-[5-chloro-2-fluorophenyl]-N-[l(R)-methyl-(4-inethylsulfinyl)butyl]benzene- 
sulfonamide was prepared analogous to 4-cWoro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfmyl]-l.(R). 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[5-chloro-2-flurophenyl]-N-[4-(methylthio)]- 
l-(R>methylbutyl]benzenesulfonaniide with 3-chloroperoxybezoic acid. Yield=61%; MS (ESI+), 
452(M+H)+. 



4-chloro-N-[5-chloro-2-fluorophenyi]-N-[l(R)-methyl-(4-methylsulfonyl)butyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfonyl]-l-(R)- 
methylbutyljbenzenesulfonamide by reacting 4-chloro-N-[5-chloro-2-flurophenyI]-N-[4-(methylthio)]- 
l-(R)-niethylbutyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=37%; MS (ESI+), 
466(M-H)+. 



EXAMPT.KIM 



4-chloro-N-[5-chloro-2-auorophenyl]-N-[l(R)-methyl-(4- 
methylsulfonyl)butyI]benzenesulfonaniide 
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EXAMPLE 16j; 

4-chloro-N-[5-chloro-2-nuorophenyl]-N-[l(R)-methyl-(4-ethyIsulfinyI)butyllbenzenesulfonainide 




4-chloro-N-[5-chloro-2-fluorophenyl]-N-[l(R)-methyl-(4-ethylsulfinyl)butyl]benzene- 
5 sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfinyl].l-{R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[5-chloro-2-flurophenyl]-N-[4-(ethylthio)]-l- 
(R)-methyIbutyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=48%; MS (ESI+), 
466(M+H)+. 

EXAMPLE 166 

10 4-chloro-N-[5-chloro-2-fluorophenylI-N-[l(R)-methyl-(4-ethylsulfonyl)butyl]beiizenesulfonaiiilde 




4-chloro-N-[5-chloro-2-fluorophenyl]-N-[l(R)-methyl-(4-ethylsuIfonyl)butyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfonyl]-l-(R)- 
niethylbutyl]benzenesulfonamide by reacting 4-chloro-N-[5-chloro-2-fluorophenyl]-N-[4-(ethylthio)]- 
15 l-(R)-methylbutyI]ben2enesulfonamide with 3-chloroperoxybezoic acid. Yield=44%; MS (ESI+), 
482(M+H)+. 
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EXAMPLE 167 

4-chloro-N-[2,5-difluorophenyl]-N-[l(R)-methyl-(4-methylsulfinyl)butyl]beiizenesalfonainide 




4<Woro-N-[2,5-difluorophenyl]-N-[l(R)-methyl-(4-methylsulfinyl)butyl]ben2enesulf<mamid^ 
5 was prepared analogous to 4.chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfinyl]-l-(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-diflurophenyl]-N-[4-(raethylthio)]-l.(R)- 
methylbutyljbenzenesulfonamide with 3-chloroperoxybezoic acid. Yield=35%; MS (ESI+), 
436(M+H)+. 

EXAMPLE 168 

10 4-chloro-N-[2,5-difluorophenyl]-N-(l(R)-methyl-(4-methylsuIfonyl)butyl]benzenesulfonaiiiide 




4-chloro-N-[2,5-difluorophenyl]-N-[l(R)-methyl-(4-methylsulfonyl)butyl]benzenesulfonamide 
was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfonyl]-l-(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-diflurophenyl].N-[4-(methylthio)]-l-(R)- 
15 methylbutyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=30%; MS (ESI+), 
452(M+H)+. 
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EXAMPLE 169 

4-chloro-N-[2^diflaorophenyl]-N-[l(R>methyl-(4-ethylsuifinyl)butyl]beiuenesidfonainide 



was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfinyl]-l-(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-[2,5-diflurophenyl]-N-[4-(ethylthio)]-l-(R)- 
methylbutyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=40%; MS (ESI+), 
450(M+H)+. 

EXAMPLE 170 

4-chloro-N-[2,5-difluorophenyl]-N-[l(R)-methyl-(4-ethylsulfonyl)butyl]benzenesuIfonaiiiide 



4-chloro-N-[2,5-difluorophenyl]-N-[l(R)-methyl-(4-ethylsulfonyl)butyl]benzenesulfonamide " 
was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfonyl]-l-(R)- 
methylbutyl]benzenesulfonamide by reacting 4-chloro-N-(2,5-diflurophenyl]-N-[4-(ethylthio)]-l-(R)- 
methyIbutyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=57%; MS (ESI+), 
466(M+H)+. 




4-chloro-N-[2,5-difluorophenyl]-N.[l(R)-methyl-(4-ethylsulfinyl)butyl]benzenesulfonamide 
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EXAMPLE 171 
4-chloro-N-[2,5-difluorophenyl]-N-[l(R)-methyl-(4-[(l- 
inethyletbyI)sulfinyl]butyI]benzenesulfonaiiiide 




4-chloro-N-[2,5-difluorophenyl].N-[l(R)-methyl-(4-[(l-methylethyl)sulfinyl]butyl]benzene- 
sulfonamide was prepared analogous to 4-cWoro-N-[2,5-dichlorophenyl]-N-[4-(ethyl)sulfinyl]-l-(R)- 
methylbutyl]beiizenesulfonamide by reacting 4-chloro-N-[2,5-diflurophenyl]-N-[l(R)-methyl-(4-[(l- 
methylethyl)thio]butyl]benzenesulfonamide with 3-chloroperoxybezoic acid. Yield=32%; MS (ESI+), 
464(M+H)+. 



EXAMPLE 172 

4-cbloro-N-|2,5-dichlorophenyl]-N-(l(R)-metbyI-(3-ethylthio)propyl] benzenesulfonamide 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[l(R)-methyl-(3- 
iodo)propyl]benzenesulfonamide (0.500 g, 0.960 mmol) in THF (2 mL) was added sodium thioethoxide 
(0.080 g, 0.960 mmol) at 22 °C. The reaction was allowed to stir for 12 h at 22 °C. The solvent was 
removed, the residue was taken into CH2CI2 (50 mL) and washed with water (50 mL). The organic 
solution was dried over Na2S04, fihered and concentrated to afford (0.330 g) of 4-chloro-N-[2,5- 
dichlorophenyl]-N-[l(R)-methyl-(3-ethylthio)propyl] benzenesulfonamide as a colorless oil in 77% 
yield. MS (ESI+), (M+H)+. 
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EXAMPf,E171 

4-chloro-N-(2,5-dichlorophenyl]-N-(l(R)-methyi-(3-ethylsuIfonyl)propyl] benzenesulfonamide 




To a solution of 4-chloro-N-[2,5-dichlorophenyl]-N-[(R)-l-niethyl-(3- 
5 ethylthio)propyl]benzenesulfonamide (0.330 g, 0.730 mmol) was added 3-chloroperoxybenzoic acid, 
(0.250 g, 0.960 mmol) in THF (1 mL) at 22 "C. After 2 h the mixture was washed with water (50 mL) 
and extracted with ether (50 mL). The organic solution was dried over Na2S04, filtered and 
concentrated under reduced pressure. Silica gel chromatography (5% CHaCU/methanol) of the 
concentrate gave 0.198 g of 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(3-ethylsulfonyl)propyl] 
10 benzenesulfonamide in 56% yield. MS ESI (483). 



EXAMPrK174 

4-chloro-N-(2,5-dichlorophenyll-N-ll(R)-methyl-(5-ethyIthio)peiityIl benzenesulfonamide 




To a solution of 4-chloro-N-(2,5-dichlorophenyl).N-[l(R)-methyl-(5-iodo)pentyl] 
15 benzenesulfonamide (0.500 g, 0.938 mmol) in THF (8 mL) was added sodium thioethoxide (0.078 g, 
9.38 mmol) at 22 "C. After 12 h the solvent was removed, the residue was taken into CH2CI2 (50 mL)~ 
and washed with water. The organic solution was dried over Na2S04, filtered and concentrated to 
afford (0.300 g) of 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(5-ediyltiiio)pentyl] 
benzenesulfonamide as a colorless oil in 67% yield. 
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EXAMPLE 175 

4-chloro.N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(5-ethylsulfonyl)pentyl]benzenesulfonamide 




To a solution of 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(5- 
ethylthio)pentyl]benzenesulfonamide (0.300 g, 0.650 mmol) was added 3-chloroperoxybenzoic acid, 
(0.170 g, 0.970 mmol) in CH2Cl2(1.5 mL). Stirring was continued for 2 h at 22 °C. The product was 
washed with water (50 mL) and extracted with CH2CI2 (50 mL). The organic solution was dried over 
Na2S04, filtered and concentrated under reduced pressure. Silica gel chromatography (5% 
CH2Cl2/methanol) of the concentrate gave 0.062 g of 4-chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl- 
(5-ethylsulfonyl) pentyl]benzenesulfonamide in 1 9% yield. MS ESI (5 11 ). 



EXAMPf.E176 

methyI(5R)-5-[(2,5-diclilorophenyl)[(4-chlorophenyl)sulfonyl]aminol-3-thiohexanoate 




To a solution of 4-chloro-N-(2,5-dichlorophenyI)-N-[(R)-l-methyl(2-iodoethyl)]benzene- 
sulfonamide (0.840 g, 1.66 mmol) and methyl thioglycolate (1.05 g, 9.90 mmol) in diethyl ether was 
added triethylamine (1.33 g, 13.2 mmol) at 22 °C. This mixture was heated to reflux for 12h. The 
product was washed with aqueous NaHCOj .extracted with diethyl ether, dried over Na2S04 and 
filtered. Concentration in vacuo, followed by silica gel chromatography (15% ethyl acetate/hexanes) of 
the concentrate produced the title compound (800 mg, 98% yield). 
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EXAMPLE 177 

methyI(5R)-5-((2,5-dichlorophenyl)[(4-chloropbenyl)sulfonyI]ainino]-3-tliiohexanoicacid 




To a solution of methyl(5R>5-[(2,5-dichlorophenyl)[(4-chlorophenyl) sulfonyl]amino]-3- 
5 thiohexanoate (0.050 g, .1.00 mmol) in methanol (1 mL) was added 1 mL of 0.5M sodium hydroxide at 
22 "C. The mixture was stirred for Ih. The methanol was evaporated. The residue was diluted with 
ether and washed widi water. The collected aqueous layer was acidified with IN hydrochloride, and 
extracted with ether (2 x 50 mL), The organic layer was dried over Na2S04, filtered and concentrated 
under reduced pressure to afford methyl(5R)-5-[(2,5-dichlorophenyl)[(4-chlorophenyl)sulfonyl]amino]- 
1 0 3-thiohexanoate (33.3 mg, 70% yield). MS ESI (467). 

EXAMPLE 17« 

inethyl(5R)-5-[(2,5-dichIorophenyl)[(4-chlorophenyi)salfonyI]ainino]-3-tIiiohexanoate,3 oxide 




To a solution of methyl(5R)-5-[(2,5-dichlorophenyl)[(4-chlorophenyl) sulfonyl]amino]-3- 
15 thiohexanoate (0.790 g, 1.70 mmol) in CH2CI2 (2 mL) was added 3-chloroperoxybenzoic acid (0.350g, 
2.00 mmol) at 22 **C. The mixture was allowed to stirred for 2h. The mixture was diluted with CH2CI2, 
washed with water, dried over Na2S04 and filtered. Silica gel chromatography (10% 
CH2Cl2/methanol) afforded methyl(5R)-5-[(2,5-dichlorophenyl)[(4-chlorophenyl)sulfonyl]amino]-3- 
thiohexanoate,3 oxide (0.380 g, 46% yield). MS ESI (497). 
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EXAMPLE 179 

methyl(6R)-6-[(2,5,dichlorophenyl)((4-chlorophenyl)suIfonyl]aiiiino]-3-thioheptanoate 




To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[l(R)-methyl-(3-iodo)-propyl] 
5 benzenesulfonamide (0.850 g, 1.64 mmol) and methyl thioglycolate (0.174 g, 1.60 mmol) in diethyl 
ether was added triethylamine (1.94 g, 1.92 mmol) at 22 °C. This mixture was heated to reflux for 12h. 
The product was washed with aqueous NaHCOs, extracted with diethyl ether, dried over Na2S04 and 
filtered. Concentration under reduced pressure, followed by sihca gel chromatography (15% ethyl 
acetate/hexane) of the concentrate produced niethyl(6R)-6-[(2,5,dichlorophenyl)[(4- 
10 chlorophenyl)sulfonyl]amino]-3-thioheptanoate (0.650 g, 80% yield). MS ESI (495). 



EXAMPLE 180 

(6R)-6-[(2,5-dichlorophenyI)[(4-chIorophenyI)sulfonyl]ainino]-3-thioheptanoic acid 




To a solution of methyl(6R)-6-[(2,5,dichlorophenyl)[(4-chlorophenyl)sulfonyl]amino]-3- 
1 5 thioheptanoate (0. 1 00 g, 0.200 mmol) 2 mL of methanol was added IM sodium hydroxide ( 1 mL) at 22 
°C. The mixture was stirred for Ih and the methanol was evaporated. The residue was diluted with 
ether and washed with water. The collected aqueous layer was acidified with IN hydrochloride, and 
extracted with ether (3 x 25mL). The organic layer was dried over Na2S04, filtered and concentrated 
under reduced pressure to afford (6R)-6-[(2,5-dichlorophenyl)[(4-chlorophenyl)sulfonyl]amino]-3- 
20 thioheptanoic acid (0.090 g, 90% yield). MS ESI (481). 
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EXAMPLE 181 

methyl(6R)-6-{(2,5,dichIorophenyl)[(4-chlorophenyI)sulfonyl]aiiiino]-3-thioheptanoate, 3-oxide 



methyl(6R)-6-[(2,5,dichlorophenyI){(4-chlorophenyl)sulfonyI]ainino]-3-tliiolieptanoate,3,3 

dioxide 



To a solution of methyl(6R)-6-[(2,5-dichlorophenyl)[(4-chlorophenyl) sulfonyl]amino]-3- 
thioheptanoate (0.650 g, 1.30 mmol) in CHjCU (5 mL) was added 3-chloro-peroxybenzoic acid (0.452 
g, 2.60 mmol) at 22 °C. The mixture was allowed to stir for 2h. The solution was washed with water, 
extracted with CH2CI2, dried over Na2S04 and filtered. Silica gel chromatography (10% 
CHzCymethanol) of the concentrate afforded (0.380g) of methyl(6R)-6-[(2,5-dichlorophenyl)[(4- 
chlorophenyl)sulfonyl]amino]-3-thioheptanbate, 3-oxide in 46% yield and (0.340 g) of methyl(6R)-6- 
[(2,5-dichlorophenyl) [(4-chlorophenyl) sulfonyl] amino]-3-thio heptanoate, 3,3 dioxide in 50% yield. 
MS ESI (511). MS ESI (527). 





\ 
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EXAMPLE 1«2 

(6R)-6-[(2,5-dlchlorophenyI)[(4-chlorophenyl)sulfonyl]aiiiinoI-3-thioheptanoicacid,3-oxide 



To a solution of methyl(6R)-6-[(2,5,dichlorophenyl)[(4-chlorophenyl)sulfonyl]amino]-3- 
thioheptanoate, 3-oxide (0.150 g, 0.290 mmol) in 4 mL of methanol was added IM sodium hydroxide 
(2 mL) at 22 °C. The mixture was stirred for Ih and the methanol was evaporated. The residue was 
diluted with ether and washed with water. The collected aqueous layer was acidified with IN 
hydrochloride, and extracted with ether (3 x 50 mL). The organic layer was dried over Na2S04, filtered 
and concentrated under reduced pressure to afford (6R)-6-[(2,5-dichlorophenyl)[(4- 
chlorophenyl)sulfonyl]amino]-3-thioheptanoic acid, 3-oxide (0.130 g, 85% yield). MS ESI (497). 

EXAMPLE 183 

(6R)-6-[(2,5-dichlorophenyl)[(4-chIorophenyl)sulfonyl]amino]-3-thioheptanoic acid, 3,3 dioxide 



To a solution of methyl(6R)-6-[(2,5,dichlorophenyl)[(4-chlorophenyl)sulfonyl]amino]-3- 
thioheptanoate, 3,3dioxide (0.150 g, 2.90 mmol) in 4 mL of methanol was added IM sodium hydroxide 
(2 mL) at 22 *'C. The mixture was stirred for Ih and the methanol was evaporated. The residue was 
diluted with ether and washed with water. The collected aqueous layer was acidified with IN 
hydrochloride, and extracted with ether (3 x 50 mL). The organic layer was dried over Na2S04, filtered 
and concentrated under reduced pressure to afford (6R)-6-[(2,5-dichlorophenyI)[(4- 
chlorophenyl)sulfonyl]amino]-3-thioheptanoic acid, 3,3 dioxide (0.140 g, 90% yield). MS ESI (513). 
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EXAMPLE m 

4-chloro-N-[5-chloro-2-(hydroxyinethyl)phenyl]-N-[4-[(methylamino)sulfonyl] -l(R)-methylbutyl] 

benzenesulfonamide 



OH 




5 To a solution of (4R)-4-[5-chloro-2-(acetoxymethyl)phenyl][4-chlorophenyl)sulfonyl]- 

amino]pentylsulfonyl chloride (150 mg, 0.276 mmol) in CH2CI2 (2 ml) was added a 2M THF solution 
of methylamine (1.38 mL, 2.76 mmol). The mixture was stirred at 22 °C overnight. IN HCl (1 mL) 
was added to the mixture, followed by extraction with CH2CI2. The organic layer was dried over 
Na2S04, filtered, and concentrated under reduced pressure to afford a colorless oil. This oil was 
10 purified by prep HPLC to afford 4-chloro-N-[5-chloro-'2-(hydroxymethyl)phenyl]-N-[4- 
[(methylamino)sulfonyl] -l(R)-methylbutyl] benzenesulfonamide in 64% yield. MS (ESI) 495 (M+1). 



EXAMPLE 185 

4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4-(aminosulfonyl)-l(R)-methylbuty^ 

benzenesulfonamide 

OH 




15 

4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyI]-N-[4-(aminosulfonyl)-l(R)-methylbutyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N"[4- 
[(methylamino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[5-chloro-2" 
(acetoxymethyl)phenyl] [4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with ammonia. 

20 Yield=60%.; MS (ESI+), 481(M+H)'^. 
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4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4-[(dimethylaiiiino)sulfonyl]-l^ 

methylbutyl]benzenesulfonamide 



4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N- [4-(dimethy laminoaminosulfonyl)- 1 (R)- 
inethylbutyl]-benzenesulfonamide was prepared analogous to 4-chloro-N-[5-chloro-2- 
(hydroxymethyl)phenyl]-N-[4-[(methylamino)sulfonyl]- 1 (R)-methylbutyl] benzenesulfonamide by 
reacting (4R)-4-[5-chloro-2-(acetoxymethyl)phenyl][4-chlorophenyl)sulfQnyl]-amino]pentylsulfonyl 
chloride with dimethylamine. Yield=73%; MS (ESI+), 509(M+H)"i-. 



4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyI]-N-[4-[N-(cyclopropylmethyl)-N-[3-(lH-im 



4-chloro-N-[5«chloro-2-(hydroxymethyl)phenyl]-N-[4-[N-(cyclopropylniethyl)-N-[3-(lH- 
imida2ol-l-yl)propyl]aminosulfonyl]-l(R)-methylbutyl]benzenesulfonaniide was prepared analogous to 
4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N- [4-[(methylamino)sulfonyl]- 1 (R)-methylbutyl] 
benzenesulfonamide by reacting (4R)-4-[5-chloro-2-(acetoxymethyl)phenyl][4-chlorophenyl)sulfonyl]- 
amino]pentylsulfonyl chloride with N-(cyclopropylmethyl)-N-[3-( IH-imidazol- 1 -yl)propyl]amine. 
Yield=49%; MS (ESI+), 643(M+H)+. 




gXAMf I.E 18 7 



l-yl)propyl]aminosulfonyl]-l(R)-methylbutyl]benzenesulfonamide 
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EXAMPLE 188 

4-chloro-N-[2,5-dichlorophenyl]-N-[4-[(methylaiiuno)sulfonyl]*l(R)-methylbu 

benzenesulfonamide 




I 



To a solution of (4R)-4-[2,5-dichlorophenyl][4-chlorophenyl) sulfonyl]-amino] pentylsulfonyl 
5 chloride (212 mg, 1.69 mmol) in CH2CI2 (2 ml) was added methylamine (52.0 mg, 6.76 mmol). The 
mixture was stirred at 22 °C overnight. IN HCl (1 mL) was added to the mixture, followed by 
extraction with CH2CI2. The organic layer was dried over Na2S04, filtered, and concentrated under 
reduced pressure to afford a coloriess oil. This oil was purified by prep HPLC to afford 4-chloro-N- 
[2,5-dichlorophenyl]-N- [4-[(methylamino)sulfonyl] -l(R)-methylbutyl] benzenesulfonamide in 84% 
10 yield. MS (ESI) 499 (M+1). 

gXAMPLg 189 

4-chloro-N-[2,5-dichiorophenyl]-N-[4-[(amino)suIfonyl]-l(R)-methylbutyl]benzenesulfona^ 




4-chloro-N-[2,5-dichlorophenyl] -N-[4-(aminosulfonyl)- 1 (R)-methylbutyl]-benzenesuIfonamide 
1 5 was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4-[(methylamino)sulfonyl]- 1 (R)j 
methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5-dichlorophenyl][4-chlorophenyl)sulfonyl]- 
amino]pentylsulfonyl chloride with ammonia. Yield=4r/o; MS (ESI+), 485(M+H)+. 
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EX AMPLE 190 

4-chIoro-N-[2,5-dichlorophenyl]-N-[4-((ethylamino)sulfonyl]-l(R)- 
methylbutyl]benzenesulfonamide 




4-chloro-N-[2,5-dichlorophenyl]-N-[4-(ethylaminosulfonyl)-l(R)-methylbutyl]be 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]- 1 (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with ethylamine. 
Yield=37%.; MS (ESI+), 513(M+H)+. 



4-chloro-N-[2,5-dichlorophenyl]-N-[4-[(2-niethylpropylamino)sulfonyl]-l(R)- 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(niethylamino)sulfonyl]- 1 (R)-methylbutyl]benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with iso-butylamine. 
Yield=66%; MS (ESI+), 541(M+H)+. 



4-chloro-N-I2,5-dichlorophenyll-N-I4-I(2-methyIpropylainino)sulfonyIl-l(R)- 
niethyIbutyl]benzenesulfonaiiiide 
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EXAMPLE 192 

4-chloro-N-[2,5-dichIorophenyl]-N-[4-[(dimethylamino)suIfonyl]-l(R)- 
methylbutyljbenzenesulfonamide 




4-chloro-N-[2,5-dichlorophenyl]-N-[4-(dimethylaminosulfonyI)-l(R)-methyIbutyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]-l(R)-metiiylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyI chloride with dimethylamine. 
Yield=65%; MS (ESH-), 513(M+H)+. 

EXAMPLE 193 

4-chloro-N-[2,5-dichlorophenyl]-N-[4-Kdiethylaiiiino)sulfonyl]-l(R)- 
methylbutyl]benzenesaIfonaiiiide 




4-chloro-N42,5-dichlorophenyl]-N-[4-(diethylaminosulfonyl)-l(R)-^^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]- 1 (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with diethylamine, 
Yield=59%; MS (ESI+), 541(M+H)+. 
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EXAMPLE 194 

4-chloro-N-[2,5-dichIorophenyl]-N-[4-[[N-(l-methyIethyl)methylainino]sulfonyI]-l(R)- 

methylbutyl) benzenesulfonamide 




4-chloro-N-[2,5-dichlorophenyl]-N-[4-[[N-(l-methylethyl)inethylamino]sulfonyl]-l(R)- 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chIoro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chlorophenyl)suIfonyl]-amino]pentylsulfonyl chloride with N-(l-methylethyl)- 
methylamine. Yield=37%; MS (ESI+), 541(M+H)+. 

EXAMPLE 19«> 

4-cbloro-N-[2,5-dichlorophenyl]-N-[4-[[(N-cyclopentyl)methylamino]sulfonyl]-l(R)- 

inethylbutyl]benzenesulfonaiiiide 




4-chloro-N-[2,5-dichlorophenyl]-N-[4-[[N-(cyclopentyl)methylamino]sulfonyl]-l(R)- 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chIoro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting (4R)^.[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with N-(cyclopentyl)- 
methylamine. Yield=15%; MS (ESI+), 567(M+H)+. 
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EXAMPLE 196 

4-chloro*N-(2,S-dichlorophenyI]-N-(4-[(l-azetidinyl)sulfonyl]-l(R)- 
methylbutyllbenzenesulfonamide 




4-chloro-N-[2,5-dichlorophenyl]-N-[4-[( 1 -azetidmyl)sulfonyl]- 1 (R)- 
methylbutyl]benzenesulfonainide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with azetidine. Yield=24%; 
MS (ESI+), 526(M+H)+. 

EXAMPLE 197 

4-chloro-N-[2,5-dichIorophenyl]-N-[4-((l-pyrrolidinyl)suIfonyl]-l(R)- 
methylbutyl] benzenesulfonamide 




4-chloro-N-[2,5-dichlorophenyl]-N-[4-[( 1 -pyrrolidinyl)sulfonyl]- 1 (R)- . 
methylbutyljbenzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with pyrrolidine. Yield=61%; 
MS (ESI+), 539(M+H)+. 
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EXAMPLE 198 

4-chloro-N-[2,5-dichlorophenyI]-N-[4-[(4-morphoIinyl)sulfonyl]-l(R)- 
methylbutyl) benzenesulfonamide 




4-chloro-N-[2,5-dichlorophenyl]-N-[4-[(l-morpholinyl)sulfonyl]-l(R)- 
methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chIorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with morpholine. 
Yield=37%; MS (ESI+), 555(M+H)+. 

EXAMPT.F. I9Q 

4-chloro-N-[2,5-diclilorophenyI]-N-[4-[(4-thiomorphoIinyl)sulfonyl|-l(R)- 
methylbutyI]benzenesaIfonamide 




4-chloro-N-[2,5-dichlorophenyl]-N-[4-[(4-thiomorpholinyl)sulfonyl]-l(R)- 
methylbutyljbenzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]-l(R).methylbutyl] benzenesulfonamide by reacting (4R)^-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with thiomorpholine. 
Yield=64%; MS (ESH-), 571(M+H)+. 
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EXAMPT.K 2nn 

4-chloro-N-[2,5-dichlorophenyI]-N-[4-[((tetrahydro-14-dioxido-3-thienyl)amino]sulfonyI]-l(R)- 

methylbutyI]benzenesulfonamide 




II 



O 

4-chloro-N-[2,5-dichlorophenyl]-N-[4-[[(tetrahydro-14-dioxido-3-thienyl)amind]sulfo^ 
l(R)-methylbutyl]benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N- 
[4-[(methylamino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
dichlorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with tetrahydro-l,l-dioxido- 
3-thienylamine. Yield=23%; MS (ESI+), 603(M+H)+. 

EXAMPT.F 201 

4-chIoro-N-(5-cliloro-2-auorophenyl)-N-[4-[(methylanuno)sulfonyl]-l(R)- 
niethyIbutyI]beiizenesulfonaniide 




I 



4-chloro-N-[5-chloro-2-fluorophenyl]-N-[4-(methylaminosulfonyl)-l(R)-methylbutyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[5-chloro-2- 
fluorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsuIfonyl chloride with methylamine. Yield=81%; 
MS (ESI+), 483(M+H)+. 
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EXAMPLE 2QZ 

4<hloro-N-(5-chIoro-2-fluorophenyl)-N-[4-((dimethylainino)suIfonyl]4^^^ 
methyIbutyl]benzenesulfonaiiiide 




4-chloro-N-[5-chloro-2-fluorophenyl].N-[4-(dimethylaminosulfonyl)-l(R)-^^ 
benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
i(methylamino)sulfony 1]- 1 (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[5-chloro-2- 
fluorophenyl] [4-chlorophenyl)sulfonyl]-amino]penty Isulfonyl chloride with dimethylamine. 
Yield=85%; MS (ESI+), 497(M+H)+. 

EXAMPLE 20,^ 

4-chloro-N-(5-chloro-2-nuorophenyi)-N-[4-[(l.pyrroUdinyl)suIfonyl]-l(R)- 
methylbutyl]benzenesulfonamide 




4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-[( 1 -pyrrolidinyl)sulfonyl]- 1 (R)-methylbutyl]- 
benzenesulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]- 1 (R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[5-chloro-2- 
fluorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with pyrrolidine. Yield=86%; 
MS (ESI+), 523(M+H)+. 
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EXAMPLE 204 

4-chloro-N-(2,5-difluorophenyl]-N-[4-[(methylainino)sulfoiiyll-l(R)- 
niethylbutyl]benzenesulfonainide 




4-chloro-N-[2,5-difluorophenyl].N-[4-(methylaminosulfonyl)-l^)-methylbutyl]-benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]-l(R)-niethylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
difluorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfonyl chloride with methylamine. 
Yield=86%; MS (ESI+), 467(M+H)+. 

EXAMPLE 20j> 

4-chloro-N-[2,5-dmuorophenyl]-N-(4-[(diniethylamino)suIfonyll-l(R)- 
inethylbutyl]benzenesulfonainide 




4-chloro-N-[2,5-difluorophenyl]-N-[4-(dimethylaminosulfonyl)-l(R)-me%lbutyl]-benzene- - 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyl]-N-[4- 
[(methylamino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting (4R)-4-[2,5- 
difluorophenyl][4-chlorophenyl)sulfonyl]-amino]pentylsulfony] chloride with dimethylamine. 
Yield=90%; MS (ESH-), 481 (M+H)+. 
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EXAMPLE 206 

4-chIoro-N-I2,5-difluorophenyIl-N-[4-[(l-azetidinyI)sulfonyl]-l(R)- 
methylbutyl] benzenesulfonamide 




4-chloro-N-[2,5-difluorophenyl]-N-[4-[( 1 -azetidinyl)sulfonyl]- 1 (R)-methylbutyl]benzene- 
sulfonamide was prepared analogous to 4-chloro-N-[2,5-dichlorophenyI]-N-[4- 
[(methylamino)sulfonyl]-l(R)-methylbutyl] benzenesulfonamide by reacting. (4R).4-[2,5- 
difluorophenyl][4-chlorophenyl)sulfonyl]-amino]pentyIsulfonyI chloride with azetidine. Yield=50%; 
MS(ESI+),493(M+H)+. 



EXAMPLE 207 



The general reaction scheme outlined in Scheme 207 is described in detail in the text following 
the scheme. 
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To a stirred solution of salicylamide (1.5 g, 1 1 mmol) in benzene (15 mL) at room temperature 
(room temperature) was added A/-(3-hydroxypropyl)piperidine (1.43 g, 10 mmol), triphenylphosphine 
(Triphenylphosphine) (2.62 g, 10 mmol) followed by diethylazodicarboxylate (DEAD), (1.74g, 10.0 
mmol) in benzene (5 mL) over a period of 15 min. The reaction mixture was then left stirred at room 
5 temperature for 40 h, concentrated under reduced pressure. The residue was re-dissolved in methylene 
chloride (DCM; 100 mL). The DCM solution was washed with 1.0 N NaOH (2 x 75 mL), water (2 X 
75 mL) and extracted with 1.0 N HCl (3 x 40 mL). The HCl solution was basified with solid NaOH to 
pH 14 to yield a turbid solution that was extracted with DCM (2 x 50 mL). The combined DCM 
solution was washed with water (2 x 50 mL), dried with anhydrous MgS04, filtered and concentrated 
10 under reduced pressure to yield 2.05 g of pale yellow oil (y: 78%). *H NMR (300 MHz, CDCI3) 5 
(ppm): 8.20 (dd, IH), 7.9 (br, IH), 7.44 (m, IH), 7.05 (t, IH), 7.99 (d, 1H).6.6 (b, IH), 4.15, (t, 2H). 
2.65-2.27 (m, 6H), 2.05 (p, 2H), 1.67-1.54 (m, 2H), 1.45-1.38 (m, 2H). 

To a stirred solution of the above amide (1.5 g, 4.6 mmol) in anhydrous THF(40 mL) at room . 
temperature was added solid lithium aluminum hydride (lithium aluminum hydride) ( 473 mg, 11.8 

15 mmol). The reaction mixture was heated at refluxing conditions for 6 h, cooled to room temperature 
then quenched with 1.0 N NaOH (0.5 mL). The precipitate was filtered through celite and the celite 
pad was washed with ethyl acetate (30 mL). The filtrate was diluted with ethyl acetate (100 mL) and 
washed with water (2 x 75 mL), dried with anhydrous MgS04, filtered and concentrated to give 1 . 1 g of 
product as colorless oil (y: 96%). 'H NMR (300 MHz, CDCI3) 5 (ppm): 7.26-7.20 (m 2H), 6.90-6.86 

20 (m, 2H), 4.02 (t, 2H), 3.84 (s, 3H), 2.59-2.43 (m, 6H), 2.06 (d, 2H), 1.68-1.56 (m, 4H), 1.48-1.46 (m, 
2H). 

To a cooled (0 ^'C, ice bath) solution of the diamine (500 mg, 2.0 mmol) in of DCM (20 mL) 
was added dry pyridine (164 ^L, 2.0 mmol), followed by 4-chlorobenzenesulfonylchloride (422 mg, 2.0 
mmol). The reaction mixture was allowed to stir at 0 °C for 2 h then concentrated under reduced 
25 pressure. Recrystallization (ethyl acetate/hexanes) of the crude mixture afforded the desired product as 
HCl salt. (840 mg of pale yellow solid, y: 99%). ^H NMR (CDCI3) 8 (ppm): (7.64-7.59 (m, 2H), 7.34- 
7.26, (m, 2H), 7.20, (t, IH), 7.28-7.24, (m, IH), 6.86 (m, IH), 6.61 (d, IH), 4.10 (t, 2H), 4.04 (d, 2H), 
3.54 (d, 2H), 3.43 (t, 2H), 2.76-2.72 (m, 2H), 2.52-2.43 (m, 2H), 2.20-2.00 (m, 2H), 1.87-1.72 (m 4H). 

General procedure for the Mitsunobu alkylation of Sulfonamide with alcohols 

30 To a solution of the sulfonamide (AA) (1.0 mmol) in anhydrous THF (10 mL) at room 

temperature was added Triphenylphosphine (1.5 mmol) followed by the appropriate alcohol (1.5 mmol 
) and DEAD (1.5 mmol) in that order. The clear reaction mixture was stirred at RT for 24 h then 
concentrated under reduced pressure. The crude product was purified by silica gel chromatography 
(multiple elution, 200 mL of ethyl acetate, 300-500 mL of 0.5% triethylamine, 0.5% methanol in ethyl 
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acetate). The desired product was isolated as a colorless oil (45-65% yield ). The free base was 
dissolved in DCM to which an excess of a 1.0 M solution of HCl in ether was added. The resulting 
solution was concentrated under reduced pressure to give a colorless solid. The HCl salt was purified 
by passing through a short column of silica (10% methanol in DCM) to afford the desired product in 
5 good yield. 

The compounds of Examples 208-222 were prepared according to the scheme described in the 
previous example. 

EXAMPI.E 208 

4-chloro-N-(cyclopentylmethyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulf^ 
10 hydrochloride 



do-" 



Rf = 0.34 (5% methanol, 1% triethylamine in DCM), 'H NMR (300 MHz, CD3OD) 5(ppm): 
7.82-7.80 (m, 2H), 7.65-7.62 (m, 2H), 7.35 (t, IH), 7.22-7.17 (m, IH), 6.95-6.90 (m, 2H), 4.31 (s, 2H), 
4.14 (t, 2H), 3.67-3.45 (m, 4H), 3.03 (t, 2H), 2.36 (d, 2H), 2.44-2.35 (m 2H), 2.03-1.84 (m, 5H), 1.66- 
1.62 (m, 2H), 1.38-1.24 (m, 6H), 0.97-0.96 (m, 2H). 



IS EXAMPLE 209 

4-chloro-N-(l-methylbutyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonainide 

hydrochloride 




Rf = 0.34 (5% methanol, 1% triethylamine in DCM), 'H NMR (300 MHz, CDjOD) 8 (ppm): 
7.84-7.82 (m, 2H), 7.62-7.60 (m, 2H), 7.35-7.26 (m, 2H), 6.97-6.89 (m, 2H), 4.90 (d, IH), 4.32 (d, IH), 
20 4.13 (t, 2H), 3.84 (m, IH), 3.59-3.40 (m, 4H), 3.03-2.96 (m, 2H), 2.36-2.27 (m, 2H), 1.97-1.48 (m, 
6H), 1.15-0.97 (m, 4H), 0.83 (d, 3H), 0.63 (t, 3H). '^C NMR (75 MHz, CD3OD) 5(ppm) 159.3, 141.0, 
138.0, 132.1, 130.6, 130.5, 129.9, 126.6, 121.8, 112.3, 66.0, 56.1, 55.4, 54.5, 44.2, 38.6, 25.3, 24.3, 
22.8, 20.8, 18.2, 14.0. ESI calculated for C26H37CIN2O3S [MH+] 493; Observed: 493. 



wo 00/50391 



123 



PCT/USOO/04560 



EXAMPLE 210 

N-alIyl-4-chloro-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 




Rf = 0.28 (1% tricthylamine/5% methanol/DCM) 'H NMR' (300 MHz, CD3OD) 5 (ppm): 7.64 
(m, 2H), 7.40 (m, 2H), 7.09 (m, IH), 6.95 (m, IH), 6.71 (dt, 2H), 5.14 (m, IH), 4.65 (d. 2H), 4.22 (s, 
2H), 3.90 (t, 2H), 3.46-3.16 (m, 6H), 2.80 (m, 2H), 2,06 (m, 2H), 1.78-1.29 (m, 6H). 



EXAMPLE 211 

4-chloro-N-(2-methyl-2-propenyl)-N-{2-[3-(l-piperidinyl)propoxy]beiizyl}benzenesulfonaiiiide 

hydrochoride 




Rf = 0.26 (1% triethylamine/5% methanolDCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.62 
(m, 2H), 7.41 (m, 2H), 7.08 (m, IH), 6.91 (dd, IH), 6.67 (dt, 2H). 4.39 (s, 2H), 4.19 (s, 2H), 3.89 (t, 
2H), 3.46-3.27 (m, 6H), 2.82 (m, 2H), 2.09 (m, 2H), 1.81-1.1 1 (m, 9H). 



EXAMPLE 212 

4-chloro-N-(4-iiitrobeiizyl)-N-{2-[3-(l-piperlduiyl)propoxy]beiizyl}beiizenesuIfonaiiiide 

hydrochloride 




Rf = 0.24 (19:1; DCM:methanol). 'H NMR (CD3OD) 5 (ppm): 7.86-7.81 (m, 4H), 7.60 (m. 
2H), 7.10-6.99 (m, 4H), 6.66(t, IH), 6.48 (d, IH), 4.33 (s, 2H), 4.19 (s, 2H), 3.82 (t, 2H), 3.56-3.45 (mg 
4H), 2.98-2.96 (m, 2H), 2.24-2.14 (m, 2H), 1,72-1.36 (m, 6H). 
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EXAMPLE 213 

4-chIoro-N-{2-(3-(l-piperidinyl)propoxy]benzyI}-N-(3-pyridinylmethyl)benzenesulfonamide 

hydrochloride 



Rf = 0.20 (4% methanol, 1% triethylamine in DCM), 'H NMR (300 MHz, CD3OD) 8 (ppm): 
8.25-8.15 (m, 2H). 7.96-7.93 (m, 2H). 7.71-7.68 (m, 2H), 7.43 (d, IH). 7.17-7.11(m, 3H), 6.81-6.79, 
(m, IH), 6.60-6.57 (m, IH). '^C NMR (75 MHz, CD30D)5 (ppm): 158.5, 148.9, 147.6, 140.7, 138.3, 
138.1, 133.0, 131.6, 131.0, 130.3, 123.6, 121.8, 111.8, 65.5,56.1,54.6,51.7, 50.3.25.3,24.4, 22.9. 

EXAMPLE 214 

4-chloro-N-|(lR)-l-methylbutyl]-N-{2-[3-(l-piperidinyl)propoxy]beiizyl}benzenesulfonamide 

hydrochloride 



Rf = 0.28 (4% methanol, 1% triethylamine in DCM), 'H NMR (300 MHz, CD3OD) 6 (ppm): 
7.84-7.82 (m, 2H), 7.62-7.60 (m, 2H), 7.35-7.26 (m, 2H), 6.97-6.89 (m, 2H), 4.90 (d, IH), 4.32 (d, IH), 
4.13 (t, 2H), 3.84 (m, IH). 3.59-3.40 (m. 4H), 3.03-2.96 (m, 2H). 2.36-2.27 (m. 2H), 1.97-1.48 (m, 
6H), 1.15-0.97 (m, 4H), 0.83 (d, 3H), 0.63 (t. 3H). "C NMR (75 MHz, CD3OD) 5 (ppm): 159.3, 141.0, 
138.0, 132.1, 130.6. 130.5, 129.9. 126.6, 121.8. 112.3, 66.0, 56.1. 55.4. 54.5, 44.2. 38.6. 25.3. 24.3. 
22.8. 20.8. 18.2. 14.0. ESI calculated for C26H37CIN2O3S [MH+] 493; Observed: 493. 
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EXAMPLE 215 

4-chloro-N-((lS)-l-methyIbutyl]-N-{2-[3-(l-piperidinyl)propoxy]benzyl}beiizenesuIfonamide 

hydrochloride 



o; 



.0 



5 Rf = 0.28 (4% methanol, 1% triethylamine in DCM), 'H NMR (300 MHz, CD3OD) 5 (ppm): 

7.84-7.82 (m, 2H), 7.62-7.60 (m, 2H), 7.35-7.26 (m, 2H), 6.97-6.89 (m, 2H), 4.90 (d, IH), 4.32 (d, IH), 
4.13 (t, 2H), 3.84 (m, IH), 3.59-3.40 (m, 4H), 3.03-2.96 (m, 2H), 2.36-2.27 (m, 2H), 1.97-1.48 (m. 
6H), 1.15-0.97 (m, 4H), 0.83 (d, 3H), 0.63 (t, 3H). '^C NMR (75 MHz, CD3OD) 6 (ppm):159.3, 141.0, 
138.0, 132.1, 130.6, 130.5, 129.9, 126.6, 121.8, 112.3, 66.0, 56.1, 55.4, 54.5, 44.2, 38.6, 25.3, 24.3, 
10 22.8, 20.8, 18.2, 14.0. ESI calculated for C26H37CIN2O3S [MH+] 493; Observed: 493. 



EXAMPLE 216 

4-chIoro-N-(cycIopropylmethyl)-N-{2-[3-(l-piperidinyi)propoxy]beiizyl}benzenesulfonamide 

hydrochloride 




15 Rf = 0.25 (5% methanol, 1% triethylamine in DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 

7.84 (d, 2H), 7.62 (d, 2H), 7.30 (dt, IH), 7.21 (dd, 2H), 6.98 (d, IH), 6.94 (t, 2H), 4.42 (s, 2H), 4.13 (t, 
2H), 3.63 (d, 2H), 3.51-4.46 (m, 2H), 3.02(t, 2H), 2.88 (d, 2H), 2.34-2.28 (m, 2H), 1.94-1.79 (m, 5H), 
1.69-1.49 (m, IH), 0.61-0.54 (m, IH), 0.24-0.21 (m, 2H), (-)0.12-(-)0.14 (m, 2H). "C NMR (75 MHz, 
CD3OD) 5 158.6, 140, 139.4, 132.2, 130.9, 130.6, 130.0, 125.1, 121.8, 112.4, 66.0, 56.1, 54.4, 53.8, 

20 50.0, 25.3, 24,3, 22.8, 1 1 .28, 4.7. ESI calculated for C25H33CIN2O3S [MH+] 477; Observed: 477. 



wo 00/50391 



126 



PCT/USOO/04560 



4-chloro-N-(5-hexynyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonaniide 



Rf = 0.19 (1% triethylamine/5% methanol/ethyl acetate) 'H NMR (300 MHz, CD3OD) 5 
(ppm): 7.86-7.83 (m, 2H), 7.66-7.31 (m, 2H), 7.36-7.31 (m, 2H). 7.22-7.19 (m, IH), 7.10-7.09 (m, IH), 
7.00-6.92 (m, 2H), 4.41 (s, 2H), 4.15 (t, 2H), 3.33 (m, 2H), 2.99 (m, 2H), 2.34-2.24 5 (m, 2H), 2.17 (t, 
IH), 1.93-1.68 (m, 8H), 1.22-1.15 (m, 4H). ''C NMR (75 MHz, CD3OD) 5 (ppm): 159.1, 140.6, 139.2, 
133.0, 131.6, 131.1, 130.5, 125.03, 122.2, 112.8, 85.1, 70.3, 66.3, 56.5, 54.9, 50.9, 29.4, 26.9, 25.7, 
24.7, 23.2, 18.9. ESI calculated for C27HJ5N2O3CIS [MH+] 503; Observed: 503. 

EXAMPLE 21 « 

4-chloro-N-(4-methyIpentyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}beiizenesalfonainide 

hydrochloride 



Rf = 0.33 (1% triethylamine/5% methanol/ethyl acetate) 'H NMR (300 MHz, CD3OD) 5 (ppm): 
7.86-7.83 (m, 2H), 7.66-7.63 (m, 2H), 7.36-7.31 (m, 2H), 7.18 (m, 2H). 7.94 (dt, 2H), 4.36 (s, 2H), 4.14 
(t, 2H), 3,67-3.51 (m, 4H), 3.07-2.90 (m, 4H), 2.30 (m, 2H), 2.00-1.50 (m, 6H), 0.84 (m, 2H), 0.68 (d^ 
6H). '^C NMR (75 MHz, CD3OD) 5 (ppm): 157.8, 139.3, 138.1, 131.8, 130.3, 129.9, 129.3, 123.9, 
120.9, 1 1 1.5, 55.4, 53.8, 49.7, 48.6, 35.9, 27.8, 26.9, 24.6, 23.5, 22.0. 



hydrochloride 





a 
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EXAMPLE 219 



4-chIoro-N-(cycIobutylmethyl)-N-{2-|3-(l-piperidinyI)propoxy]beiizyl}benzenesulfonaimde 



Rf = 038 (1% triethylamine/5% methanol/ethyl acetate) 'H NMR (300 MHz, CD3OD) 5 (ppm): 
7.67 (d, 2H), 7.47 (d, 2H), 7.18-7.01 (m, 2H), 6.82-6.72 (m, 2H), 4.13 (s, 2H), 3.95 (t, 2H), 3.47 (m. 
2H), 3.33 (m, 2H), 2.83 (m, 4H), 2.11 (m, 2H), 1.93-1.07 (m, 13H). NMR (75 MHz, CD3OD) 5 
158.6, 140.2, 138.7, 132.5, 131.1, 130.7, 130.3, 125.2, 121.8. 112.4, 66.0, 56.2. 55.01, 54.7, 51.0, 36.1, 
27.1, 25.5, 24.4, 22.9, 18.6. ESI calculated for C26H35CIN2O3S [MH+] 491; Observed: 591. 

EXAMPLE 220 

4-chIoro-N-{2-[3-(l-piperidinyl)propoxy]benzyl}-N-(4-pyridinylmethyl)benzenesulfonaiiiide 

dihydrochloride 



Rf = 0.23 (5% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.86-7.82 (br, 2H), 
7.22-7.18 (br, 2H), 6.97-6.89 (br, 4H), 6.38-6.32 (br, 2H), 6.0-5.83 (br, 2H), 4.55 (br, 4H), 3.81-3.65 
(m, 4H), 3.35-3.25 (m. 2H), 2.97-2.85 (m, 4H), 2.35-2.2.8 (m, 2H), 1.64-1.61 (br, 2H), 1.22-1.06 (m, 
5H), "C NMR (75 MHz, CD3OD) 5 (ppm): 161.7, 158.5, 142.02, 140.9, 137.5, 132.0, 126.9, 123.4. 
121,9, 1 12.1. 66.2, 56.2, 54.9, 54.8, 52.6, 52.0, 25.5, 24.4, 22.9. 



hydrochloride 





wo 00/50391 



PCT/USOO/04560 



EX A Mft .E221 



N-benzyl-4-chloro-N-{2-(3-(l-piperidinyl)propoxy]benzyl}benzenesuIfonaiiiide hydrochloride 



Rf = 0.24 (1% triethylamme/5% methanoiyethyl acetate) 'H NMR (300 MHz, CDjOD) 5 



5 (ppm): 7.64 ( d, 2H), 7.40 (d, 2H), 7.05-6.86 (m, 5H), 6.70 (m, 2H), 6.58 (t, IH), 6.47 (d, IH), 4.19 (s, 
2H), 3.98 (s, 2H). 3.68 (t, 2H), 3.38 (m, 2H), 3.18 (m, 2H), 2.75 (t, 2H), 1.99 (m, 2H), 1.89-1.14 (m, 
6H). "C NMR (75 MHz, CDjOD) 8 (ppm): 159.6, 141.4, 140.3, 139.5, 133.8, 132.3, 131.9, 131.4, 
130.4, 130.2, 129.4, 125.2, 122.8. 113.3, 66.9, 57.5, 55.9, 53.7, 51.5, 26.5, 25.6, 24.0. 



Rr = 0.29 (1% triethylamine/5% methanoyethyl acetate) 'H NMR (300 MHz, CD3OD) 5 
(ppm): 7.91-7.87 (m, 2H), 7.01-7.67 (m, 2H), 7.14 (m, 2H), 6.76 (m, 2H), 4.36 (d, 4H), 3.99 (d, 2H), 
15 3.61-3.47 (m, 4H), 3.03 (m, 2H), 2.28 (m, 2H), 1.93-1.54 (m, 6H). ''C NMR (75 MHz, CD3OD) 8 
(ppm):157.9, 140.5 137.6 133.3, 130.9 130.6, 130.0, 127.5, 121.2 111.2 65.5. 55.8, 54.2, 51.1, 41.5, 
24.9, 24.1 22.5. ESI calculated for C28H28CIFSN2O3S [MH+] 603; Observed: 603. 




10 



EXAMPLE 222 
4-chloro-N-(2^,4,5,6-pentafluorobenzyl)-N-{2-[3-(l- 
piperidinyl)propoxy]beiizyl}beiizenesulfonainide hydrochloride 
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EXAMPLE 223 

The general reaction scheme outlined in Scheme 223 is described in detail in the text following 
the scheme.. 

5 
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2-(3'-Piperidinylpropyloxy)-inethyl benzoate 

To a solution of methylsalicylate (15.0 g, 98.8 mmol) in dry benzene (300 mL) was added 
Triphenylphosphine (25.8 g, 98.8 mmol) followed by N-(3-hydroxypropyl) piperidine (14.12g, 98.8 
mmol). The clear reaction mixture was cooled to 0 in an ice bath and DEAD (16.5 mL, 108.7 
5 mmol) was added in drops over a period of 15 min. The reaction mixture was slowly warmed to room 
temperature and left stirred at room temperature for 15 h. The reaction mixture was filtered to remove 
the precipitated triphenylphosphineoxide and the filtrate was extracted with 1.0 M HCl (2 x 100 mL), 
the combined HCl solution was basified to pH 9 by the addition of soHd NaHCOa. The basic solution 
was extracted with ethyl acetate (3 x 100 mL). The combined ethyl acetate extracts were washed with 
10 saturated brine (2 x 75 mL), dried with MgS04, filtered and concentrated under reduced pressure to 
give 20.97 g of pale yellow oil (y: 77%) *H NMR (CDCI3) 5 (ppm): 7.70 (dd, 1.8 Hz, IH), 7.42 (dt, 
1.5 Hz, IH), 6.99-6.94 (m, 2H), 4.08 (t, 2H), 3.88 (s, 3H), 2.58-2.45 9m, 6H), 2.04 (p, 2H), 1.65-1.60 
(m,4H), 1.47-1.45 (m, 2H). 

2-(3'-Piperidinylpropyloxy)-benzylalcohol 

15 To a suspension of lithium aluminum hydride (5.48 g, 144 mmol) in anhydrous THF (500 mL) 

was added a solution of the methyl ester (20 g, 72.1 mmol) in THF (200 mL) over a period of 30 min. 
The reaction mixture was refluxed for 6 h, cooled to 0 and quenched with water (5.48 mL) followed 
by 15% NaOH solution (5.48 mL) and finally with water (16.5 mL). The crystalline precipitate was 
filtered through the celite. The filtrate was concentrated to yield 18.9 g of crude product, which was 

20 purified by chromatography on Si02 (2% methanol in CHCI3) to yield 17.98 g of product as white 
crystalline solid (y: 91%). *H NMR (CDCI3) 5 (ppm): 7.27-7.22 (m, 2H), 6.96-6.89 (m, 2H), 4.63 (s, 
2H), 4.07 (t, J = 2H), 2.55-2.40 (m, 6H), 2.00 (p, 2H), 1.66-1.58 (m, 4H), 1.46-1.43 (m, 2H). 



The following compounds were similarly prepared. 



25 3-Chloro 6-(3 '-piperidinylpropyloxy)-beiizylalcohol. 




OH 



2-(3'-PiperidinyIpropyloxy)-phenethylalcohoI. 




30 



*H NMR (300 MHz, CDCI3) 8 (ppm): 7.23-7.12 (m, 2H), 6.90-6.83 (m, 2H), 4.05 (t, 2H), 3,83 
(t, 2H), 2.91 (t, 3H), 2.51-2.47 (m, 6H), 1.99 (p, 2H), 1.72-1.58 (m, 4H), 1.48-1.40 (m, 2H). 
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10 



20 



3-(3'-Fiperidinylpropyloxy)-benzylalcohol. 




o 



2-(3-N,N'-dimethylaminopropyloxy)benzylalcohol. 



OH 

2-(3'-Piperidinylpropyloxy)-P-naphthylalocohol. 



.0 




o 




occ," 

OH 

3-(3'-Piperidinylpropyloxy)-2-hydroxymethyl pyridine 



.o 



'H NMR (300 MHz, CDCI3) 5 (ppm): 8.14 (dd, IH), 7.20-7.12 (m, 2H), 4.72 (s, 2H). 4.05 (t, 
3H), 2.51-2.40 (m, 6H), 2.00 (p, 2H), 1.64-1.57 (m, 4H), 1.46-1.44 (m, 2H). 



1 5 2(3-Broniopropyloxy)methylbenzoate 



To a stirred solution of methyl salicylate (4.0 g, 26.3 mmol) dry THF ( 100 mL) under Ar was 
added Triphenylphosphine (6.9g, 26.3 mmol) followed by 3-bromopropanol (3.66g, 26.3 mmol). The 
rection mixture was cooled to 0 ""C in an ice bath and DEAD ( 4.55 mL, 28.9 mmol) was added in drops 
over period of 15 min. The reaction mixture was left to stir at room temperature for 15h. The reaction 
mixture concentrated under reduced pressure. The resulting crude product was purified by 
chromatography over Si02 (10:1, hexanes/ethyl acetate) to give 4.5 g of the desired product as a pale 
yellow oil (y: 63%). NMR (CDCI3) 8 (ppm): 7.83-7.99 (dd, IH), 7.49-7.44 (t, IH), 7.00-6.97 (m, 
2H), 4.19 (t, 2H), 3.89 (s, 3H), 3.71 (t, 2H), 2.36 (p, 2H). 
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2(3-PyrrolidinylpropyIoxy)methylbenzoate 




2(3-Bromopropyloxy)methylben2oate (4.0 g, 1 1.3 mmol ) was dissolved in neat pyrrolidine (40 
5 mL) and stirred at room temperature for Ih. The reaction mixture was then concentrated under reduced 
pressure. The isolated residue re-dissolved in DCM and washed with saturated bicarbonate solution (2x 
50 mL), dried with MgS04, filtered and concentrated under reduced pressure to give 3.8 g of colorless 
oil (y: 99%) NMR (CDCI3) 8 (ppm): 7.79-7.77 (d, IH), 7.47 (t, IH), 6.99-6.94 (m, 2H), 4.1 l(t, 2H), 
3.89 (s, 2H), 2.67 (t, 2H), 2.57 (br, 4H), 2.06 (p, 2H), 1.87 (br, 4H). 

1 0 2-(3-Pyrrolidinylpropyloxy)benzyIalcohol 




To a suspension of lithium aluminum hydride (0.9 g, 23.6 mmol) in anhydrous THF (100 mL) 
was added a solution of the methyl ester (3.0 g 1 1.8 mmol) in THF (10 mL) over a period of 10 min. 
The reaction mixture was refluxed for 6 h, cooled to 0 °C and quenched with water (0.9 mL)followed 
15 by 15% NaOH solution 0.9 mL ) and finally with water (2.7 mL of). The crystalline precipitate was 
filtered through the celite. The filtrate was concentrated to yield 2.3 g of crude product, which was 
subsequently purified by chromatography on Si02 (hexanes/ethyl acetate 5:1) to afford 2.02 g of 
product as colorless oil (y: 76%). NMR (CDCI3) 5 (ppm): 7.26-7.22 (m, 2H), 6.95-6.88 (m, 2H), 
4.61 (s, 2H), 4.1 (t, 2H), 2.68 (t, 2H), 2.54 (br, 4H), 2.03 (p, 2H), 1.85-1.81 (m, 4H). 

20 General procedure for the synthesis of 4-cholorobenzenesulfanilides 

To 1.0 g of amine dissolved in DCM (20 mL) or 1, 2-dichloroethane was added LI equivalent 
of pyridine and 1.0 equivalent of 4-chlorobenzenesulfonylchloride. The reaction mixture was gently 
refluxed over night then cooled to room temperature. The reaction mixture was concentrated under 
reduced pressure and the crude product was recrystallised from DCM/hexanes to give the product in 90- 
25 95 % yield. 

General Procedure for the preparation of 4-cholorobenzenesuIfonamide$ 

To a biphasic mixture of alkylamines (l.Og) in water (20 mL ) was added 1.6 equivalent of 
solid NaHCOs followed by 1.0 equivalent of 4-chlorobenzesulfonamide. The heterogeneous mixture 
was refluxed for 2 h then cooled to room temperature and acidified with 1.0 M HCl to pH 1. The 
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precipitated product was filtered, washed with water and subsequently recrystallized from ethyl 
acetate/hexanes to give the crystalline sulfonamide in 85-95% yield. 

General procedure for alkylation of 4-chlorobenzenesulfonamides 

To a stirred solution of 2-(3'-piperidinylpropyloxy)-benzylalcohol (1.0 equivalent) in THF (10 
5 mL/mmol) was added 1.5 equivalent of PPh3 and 4-chlorobenzenesulfonamides followed by 1.5 
equivalent of DEAD. The reaction mixture was stirred at room temperature for 12 h then concentrated 
under reduced pressure. The crude mixture was purified by chromatography (multiple elution 200 mL 
of ethyl acetate followed by 0.5 % methanol 0.5% triethylamine in ethyl acetate) to give 45-60 % yield 
of product as a colorless oil (free base). The free base was dissolved in DCM and an excess of a 1.0 M 
10 solution of HCl in ether was added. The resulting solution was concentrated under reduced pressure to 
give white solid. The HCl salt was purified by passing through a short column of siHca and eluting with 
10% methanol in DCM to yield white solid. 



The following compounds were prepared according to the scheme described in the previous 



example. 



15 




4-chloro-N-[3-(methylsulfanyl)phenyll-N-{2-[3-(l. 
piperidinyl)propoxy]beii2yl}beiizenesulfonamide hydrochloride 




20 



Rf = 0.25 (5% methanol/DCM) 'H NMR (300 MHz, CDCI3) 5 (ppm): 7.87-7.84 (m, 2H), 7.63- 

7.50 (m, 3H), 7.33-7.27 (m, 5H), 6.91 (m, 2H), 6.44 (m, IH), 4.82 (d, IH), 4.61 (m, IH), 4.24 (m, IH), 

3.51 (s, 2H), 3.34 (m, 4H), 2.41 (t, 4H), 1.66-1.26 (m, 9H), 0.87 (m, 9H). 
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EXAMPLE 22;; 

N-{2-(3-(dimethylamino)propoxy]benzyI}-4-nitro-N-phenylbeiizenesulfonamide 




Rf = 0.32 (9% methanol/DCM) 'H NMR (300 MHz, CDCI3) 5 (ppm): 8.36-8.22 (m, 3H), 8.06 
(m, IH). 7.80 (m, 2H), 7.23-7.15 (m, 3H), 6.82-6.67 (m, 5H), 4.82 (s, 2H). 4.12 (t. 2H), 3.45 (m. 2H), 
2.87 (s. 6H), 2.41 (m, 2H). 

EXAMPLE 226 

N-{2-[3-(diniethylaiiiino)propoxy]benzyl}-2-nitro-N-phenylbeiizenesulfonainide 

Rf = 0.16 (9% methanol/DCM) 'H NMR (300 MHz, CDCI3) 5 (ppm): 7.62 (m, 2H), 7.50-7.42 
(m, 2H), 7.29-7.07 (m. 7H), 6.85-6.74 (m, 2H), 5.04 (s, 2H). 3.86 (t, 2H), 2.42 (t. 2H), 2.25 (s, 6H), 
1.85 (m,2H). 

EXAMPLE 227 

5-(dimethylamino)-N-{2-[3-(dimethylaiiiino)propoxy]benzyl}-N-phenyl-l- 

naphthalenesulfonamide 

I 




Rf = 0.16 (9% methanol/DCM) 'H NMR (300 MHz, CDCI3) 5 (ppm): 8.69-8.23 (m, 15H), 4.99 
(s, 2H), 4.12 (t, 2H), 3.60 (m, 2H), 2.85 (s, 6H), 2.50 (m, 2H). 
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EXAMPLE 228 

N-{2-[3-(dimethylamino)propoxy]benzyl}-N-phenyIinethanesuIfonainide 

I 




Rf = 0.16 (9% methanol/DCM) 'H NMR (300 MHz. CDCI3) 5 (ppm): 7.33-7.15 (m, 6H), 6.91- 
6.70 (m, 3H). 4.88 (s, 2H), 4.06 (t, 2H), 3.36 (t, 2H), 2.97 (s. 3H), 2.82 (s, 6H).2.48-2.37 (m, 2H). 

EXAMPT.E 229 

4-chloro-N-phenyl-N-(2-{2-[3-(l-piperidinyl)propoxy]phenyl}ethyl)beiizenesulfonainide 

hydrochloride 



Rf = 0.17 (5% methanol, 1% triethylamine) 'H NMR (300 MHz, CDCI3) 6 (ppm): 7.54-7.47 
(m, 4H), 7.36-7.34(m, 2H),7.17 (dt, IH), 7.04 (m, 2H), 6.92 (m, 2H), 6.75 (t, IH), 4.17-4.05 (m, 2H), 
3.86-3.81 (m, 2H), 3.6 (br, 2H), 3.45-3.40 (m, 2H), 3.1 (BR, 2H), 2.79-2.74 (m, 2H), 2.34-2.25 (m, 2H). 
1.88 (br, 4H), 1.25 (t, 2H). ESI calculated for C28H33CIN2O3S (MH+) 513, Observed 513. 



4-chloro-N-{5-chloro-2-[3-(l-piperiduiyI)propoxy]benzyl}-N-phenylbeiizenesulfonaiiiide 



Rf = 0.43 (3:1;1; nBuOH:H20:AcOH). 'H NMR (CDCI3) 6 (ppm): 7.59-7.53 (m, 4H), 7.20- 
7.17 (m, 3H), 7.10 (dd, IH). 6.90-6.83 (m, 4H). 4.81 (s, 2H). 4.08 (t. 2H), 3.56-3.50 (m, 4H), 3.06-3.03 
(br, 2H). 2.3 1-2.26 (m. 2H), 1 .94-1 .80(m, 6H). 




EXAMPLE 230 



hydrochloride 
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EXAMPLE 2.^1 
4-chloro-N-(2,5-difluorophenyI)-N-{5-fluoro-2-[3-(l- 
piperidinyl)propoxy]beiizyl}beiizenesuIfonaniide hydrochloride 

5 Rf = 0.47 (9 % methanol in DCM), 'H NMR (300 MHz, CD3OD) 6 (ppm): 7.74 (d, 2H), 7.65 

(d. 2H), 7.10-8.05 (m, 2H), 6.99-6.89 (m, 2H), 6.85-6.75 (m, 2H), 4.83 (s, 2H), 4.11 (t, 2H), 3.41 (m, 
2H), 3.21 (br, 2H), 2.32-2.23 (m, 2H), 1.87 (m, 4H), 1.58 (br, 2H). LC-MS calculated for 
C27H28CIF3N2O3S, [MH+] 553; Observed: 553. 

EXAMPLE 212 

1 0 4-chloro-N-(2,5-difluorophenyl)-N-{5-methyl-2-[3-(l- 

piperidinyI)propoxy]beiizyl}beiizenesulfonamide hydrochloride 

Rf = 0.45 (9 % methanol in DCM), 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.75 (d, 2H), 7.66 
(d, 2H), 7.05 (m, 3H), 6.81 (m, 3H), 4.76 (s, 2H), 4.03 (t, 2H), 3.13-3.00 (m 6H), 2.18 (m, 5H), 1.82 (m, 
15 4H), 1.67(m,2H). 



EXAMPLE 233 

4-chloro-N-(2,5-difloorophenyl)-N-({3-(3-(l-piperidinyl)propoxy]-2- 
pyridinyl}methyl)beiizenesulfonaiiiide hydrochloride 




20 Rf = 0.33 (10% methanol/DCM) 'H NMR (300 MHz, CDCI3) 5 (ppm): 7.71 (d, IH), 7.63-7.5 1 

(m, 4H). 7.31 (d, IH), 7.15 (m, IH), 6.90 (m. 2H), 6.62 (m, IH), 4.87 (s, 2H). 4.08 (t, 2H). 3.28 (m, 
2H), 3.07 (m, 4H), 2.21 (m, 2H), 1.74 (m, 4H), 1.55 (m, 2H). "C NMR (75 MHz. CD3OD) 8 (ppm): 
157.1, 146.0, 142.9, 142.5, 139.9, 132.3, 132.1, 129.3, 129.1, 129.0, 127.9, 122.2, 121.7, 121.3, 120.3, 
120.1. 120.0, 119.8, 58.5, 57.8, 56.4. 54.3, 27.2, 26.4, 25.0. 
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EXAMPLE 2M 

4-chloro-N-(2,5-difluorophenyl)-N-({3-(3-(l-piperidinyl)propoxy]-2- 
naphthyl}methyl)benzenesuIfonainide hydrochloride 




Rf = 0.55 (9% methanoI/DCM) 'H NMR (500 MHz, CD3OD) 5 (ppm): 7.73-7.67 (dd, 4H), 
7.63-7.55 (dd, 3H), 7.43 (s, IH), 7.38 (m, IH). 7.24 (t. IH), 7.18 (s. IH), 6.95 (m, 2H), 6 .81 (m, IH), 
''C NMR (125 MHz, CD3OD) 5 (ppm): 160.3, 159.1, 158.4, 156.5, 141.0, 138.5, 136.3, 132.4, 130.8, 
130.5, 129.7, 128.62, 128.0, 127.7, 125.3, 125.2, 120.0, 119.8, 118.4, 118.4, 118.2, 118.2. 107.3, 66.7, 
56.7,55.0,51.5,26.0, 25.1,23.7. 



EXAMPLE 21s 

4-chloro-N-(3-chlorophenyl)-N-{2-(3-(l-piperidinyl)propoxy]benzyl}benzenesulfonainide 

hydrochloride 




Rf = 0.13 (1% triethylamine/ethyl acetate) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.61 (m, 4H), 
7.17 (m, 3H). 6.92-6.84 (m. 4H), 6.67 (t, IH), 4.84 (s, 2H) 4.15 (br. 2H). 3.67 (m. 4H), 3.06 (t, 2H), 
2.34 (br, 2H), 2.02-1.52 (m, 6H). "C NMR (75 MHz, CD3OD) 8 (ppm): 156.5, 140.3, 139.4, 136.6, 
134.0, 130.1, 129.6, 129.2, 129.0, 128.6, 128.0, 127.0, 123.2, 120.4, 111.0, 66.4, 56.0, 54.6, 48.7. 26.7, 
26.0, 24.4. 



EXAMPLE 2.16 
4-chioro-N-(2,5-difluorophenyl)-N-(l-{2-(3-(l- 
piperidinyi)propoxy]phenyl}ethyI)benzenesuIfonainide hydrochloride 




Rf = 0.19 (1% triethylamine/ethyl acetate) 'H NMR (300 MHz, CD3OD) S (ppm): 7.66 (dd, 
4H), 7.45 (d, IH), 7.15 (m, 3H), 6.85 (dd, 2H), 7.67 (d, IH,), 6.58 (t, IH), 5.20 (d, IH). 4.53 (d, IH), 
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4.19-4.05 (m, 2H), 3.83 (m, 3H), 3.31 (br, 2H), 2.33 (br, 2H), 2.00-1.78 (m, 6H). '^C NMR (75 MHz, 
CD3OD) d (ppm): 156.5, 140.3, 139.4, 136.6, 134.0. 130.1. 129.6, 129.1, 128.6, 128.0, 127.0. 123.2, 
120.4, 1 1 1.0, 56.0, 54.6, 48.7, 26.7. 26.0, 24.4. 



EXAMPT E 217 

N-(3-broinophenyl>-4-chloro-N-{2-[3-(l-piperidinyl)propoxy]beiizyl}beiizenesuIfonaniide 

hydrochloride 

^0_O 



I 0 



Br 



Rf = 0.59 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 6 (ppm): 7.42 (m, 2H), 7.45 (m, 
IH), 7.22-7.06 (m, 3H), 6.93-6.84 (m, 3H), 6.68 (t. IH), 4.85 (s. 2H), 4.27 (t. 2H), 3.61 (m, 4), 3.07 (br. 
1 0 2H). 2.34 (m, 2H), 1 .92 (m, 6H). 



EXAMPLE l%fi 
4-chloro-N-[2-(methylsuIfanyl)phenyl]-N-{2-(3-(l- 
piperidinyl)propoxy]beiizyl}beiizenesulfonamide hydrochloride 




15 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.72-7.75 (m, 2H), 7.65-7.59 (m, 2H), 7.32-7.10 (m, 

3H), 6.97 (dt, IH), 6.85 (d, IH), 6.69 (d, IH), 6.57 (dt, IH), 5.20 (d, IH), 4.17 (m, IH), 3.99 (m, IH). 
3.53 (m, IH), 3.20 (m, 4H), 2.23 (m, 2H), 2.12 (s, 3H), 1.91 (m, 4H), 1.65 (br, 2H). ESI calculated for 
C28H33CIN2O3S2 [MH+] 545; Observed: 545. 
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EXAMPLE 239 
4-chloro-N-[4-(inethylsulfanyl)phenyl]-N-{2-[3-(l- 
piperidinyl)propoxy]beiizyl}beiizenesulfonaiiiide hydrochloride 




Rf = 0,40 (10% methanol/DCM) 'H NMR (300 MHz, CDjOD) S (ppm): 7.60 (m. 4H), 7.16 (m, 
IH), 7.03 (m. 2H). 6.85-6.77 (m, 3H), 6.66 (m. IH), 4.81 (s, 2H), 4: 10 (m, 4H), 3.06 (m, 2H), 2.39-2.28 
(m, 5H), 2.02-1.1.28 (m, 8H). "C NMR (75 MHz, CD3OD) 5 (ppm): 156.4, 139.1, 138.5, 136.9, 
135.8. 130.0, 129.1, 129.1, 129.1, 128.8, 126.1, 123.7, 120.4, 111.0, 66.3, 56.0, 55.8. 54.6, 48.9, 26.7, 
26.0, 25.7, 24.4, 15.3, 14.5, 14.2. 



EXAMPLE 240 

4-chloro-N-cyclohexyl-N-{2-[3-(l-piperidinyl)propoxy]beiizyl}beiizenesulfonainide hydrochloride 




Rf = 0.49 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 8 (ppm): 7.84-7,82 (m, 2H), 
7.61-7,58 (m, 2H).7, 14.-7.25 (m. 2H), 6.97-6.89 (m, 2H). 4.53 (s, 2H). 4.15 (m, 2H), 3.63-3.43 (m. 4H), 
2,99 (m. 2H), 2.29 (m, 2H), 1.98-1.12 (m, 16H). "C NMR (75 MHz. CD3OD) 5 : 158.1, 141.3, 140.0, 
131.6. 130.7, 130.3, 129.8, 127.1, 121.7, 112.4. 66.1, 59.9, 56.1. 54.5, 44.8, 32.4. 27.3, 26.4, 25.3. 24.4, 
22.8. 



EXAMPLE 241 

4-chloro-N-(2-chlorophenyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonaiiiide 

hydrochloride 




Rf = 0.44 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 6 (ppm): 7.73-7.69 (m, 2H), 
7.64-7.59 (m, 2H), 7.30-7.10 (m, 4H), 6.90-6.80 (m, 3H), 6.64 (dt, IH), 5.07 (d, IH), 4.70 (d, IH), 
4.12-3.99 (d, 2H), 3.52 (m. IH), 3.17 (b, 4H), 2.21 (br, 2H), 1.84 (m, 4H), 1.65 (m, 2H) '^C NMR (75 
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MHz, CD3OD) 5 (ppm): 156.9, 139.0, 138.7, 135.7, 134.8, 133.4, 134.0, 130.3, 129.5, 129.3, 129.1, 
129.0, 127.0, 123.6, 120.2, 1 10.9, 66.3, 55.9, 54.6, 48.5, 26.5, 26.0, 24.4. 



EXA1VTPI,K242 
4-chloro-N-(2-(methylsuIfonyI)phenyIl-N-{2-[3-(l- 
piperidinyl)propoxy]beiizyl}beiizenesulfonamide hydrochloride 




Rf = 0.13 (0.2% triethylamine/5% methanol/ethyl acetate) 'H NMR (300 MHz, CD3OD) 6 
(ppm): 8.07 (dd, IH), 7.78-7.4 (m, 2H), 7.66-7.45 (m, IH), 7.17 (m, IH), 6.80 (m, 2H), 6.64 (m, 2H), 
5.24 (d, IH), 4.63 (d, IH), 3.88 (m, IH), 3.70 (m, IH), 3.06 (m, 9H), 1.99 (m, 2H), 1.80 (m, 4H), 1.63 
(m.2H). 



EXAMPLE 241 
4-chloro-N-[3-(methylsuIfonyl)phenyl]-N-{2-[3-(l- 
piperidinyl)propoxy]benzyI}benzenesuIfonainide hydrochloride 




Rf = 0.19 (5% methanol 0.2 %triethylamine in ethyl acetate). 'H NMR (CD3OD) 6 (ppm):7.78- 
7.75 (m. IH), 7.61 (m, 4H), 7.47 (t, IH), 7.42 (t, IH), 7.35-7.32 (ddd, IH), 7.17-7.11 (dt, IH), 7.04- 
7.01 (dd, IH), 6.86 (d, IH), 6.71 (dt, IH), 4.87 (s, 2H), 4.02 (t, 2H), 3.14-3.09(m, 2H), 2.97-2.95 (s 
overlaps m, 5H), 2.18-2.12 (m, 2H), 1.82-1.74 (m, 4H), 1.62-1.60 (m, 2H). 
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EXAMPLE 244 
4-chloro-N-[4-(methylsulfonyl)phenyl]-N-{2-[3-(l- 
piperidinyI)propoxy]benzyl}beiizenesuIfonainide hydrochloride 



II 

0 

5 Rf = 0.18 (93:5:2;ethyl acetate:methanol:triethylamme). 'H NMR (300 MHz, CD3OD) 5 :7.79 

(d, 2H), 7.62 (m, 4H), 7.27-7.14 (m, 3H), 6.96-6.88 (m, 2H), 6.69 (m, IH), 4.9 (s overlapped by HOD), 
2H), 4.12 (m, 2H), 3.70-3.59 (m, 4H). 3.07-3.01 (m overlaps s, 5H), 2.29 (m. 2H), 2.02-1.78 (m, 6H). 
ESI calculated for CzgHajClNjOsSa : 576 . Observed 577 (MH+). 

EXAMPLE 245 

10 4-chIoro-N-I3-(methylsulfanyl)phenyi]-N-{2-[3-(l- 

piperidinyl)propoxy]beiizyl)beiizenesulfonainide hydrochloride 




'H NMR (300 MHz, CD3OD) 5 (ppm): 7.62 (m, 4H), 7.32-7.05 (m, 3H), 6.95-6.82(m, 2H), 
6.92-6.61 (m, 3H), 4.84 (s, 2H), 4.14 (t, 2H), 3.58 (m, 4H), 3.05 (m, 2H), 2.28 (m, 5H), 1.88 (br, 6H). 
1 5 ESI calculated for C28H33CIN2O3S2 [MH+] 545 ; Observed: 545 . 



EXAMPLE 246 
4-chloro-N-(2,3-dihydro-lH-inden-2-yl)-N-{2-I3-(l- 
piperidinyl)propoxy]benzyl}beiizenesuIfonaiiiide hydrochloride 




20 Rf = 0.24 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.91-7.87 (m, 2H), 

7.64-7.61 (m, 2H), 4.78 (m, IH), 7.21 (m, IH), 7.05-6.90 (m, 5H), 6.83 (d, IH). 4.88 (m, IH), 4.43 (s. 
2H), 3.88 (t, 2H), 3.30 (m, 2H), 2.88-2.59 (m, lOH), 1.67-1.50 (m, 6H). '^C NMR (75 MHz, CD3OD) 5 
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(ppm): 157.1, 141.4, 140.8, 140.3, 130.8, 130.3, 130.2, 129.7, 127.9, 127.5, 125.3, 121.7, 112.01, 66.8, 
60.0, 56.8, 55.2, 43.6, 37.2, 26.6, 25.8, 24.4. 



EXAMPLE 247 

N-(4-bromophenyl>4-chloro-N-{2-[3-(l-piperidinyl)propoxy]beiizyI}benzenesuIfonaiiiide 

hydrochloride 




Rf = 0.18 (19:1 DCM:methanoI) 'H NMR (300 MHz, CDjOD) 5 (ppm): 7.71 (m, 4H), 7.33 (m, 
2H), 7.17 (m, IH), 6.91-6.81 (m, 4H), 6.69 (m. IH), 4.82 (s, 2H), 4.10 (t, 2H), 3.56 (m, 2H), 3.23 (m, 
4H), 2.28 (m, 2H), 1.86 (m, 4H), 1.66 (br, 2H).'^C NMR (75 MHz, CDjOD) 5 (ppm): 158.5, 140.7, 
138.9, 137.8, 133.1, 132.2, 131.1, 130.7, 130.6, 124.0, 122.9, 121.5, 112.3, 66.2, 56.4, 54.9, 54.9, 51.4, 
25.7, 24.8, 23.2. 



EXAMPT.E 24« 
4-chloro-N-(S-chloro-2-hydroxyphenyl)-N-{2-[3-(l- 
piperidinyl)propoxy]beiizyl}beiizenesulfonainide hydrochloride 




H 



Rf = 0.62 (10% methanol/DCM), 'H NMR (300 MHz, CD30D)5 (ppm): 7.68-7.65 (m, 2H), 
7.56-7.53 (m, 2H), 7.21-7.16 (m, IH), 7.0 (dd, IH), 6.92-6.87 (m, 2H), 6.76 (d, IH), 6.67 (t, IH), 6.56 
(d, IH), 4.93 (s, 2H), 4.15 (t, 2H), 3.72-3.60 (m, 4H), 3.12-3.10 (m, 2H), 2.39-2.30 (m, 2H), 2.04- 
1.73(m, 5H), 1.61-1.52 (m, IH). "C NMR (75 MHz, CD30D)5 (ppm): 158.4, 155.4, 140.2, 139.6, 
133.9, 132.7, 131.1, 130.7, 130.4, 130.2, 125.9, 124.5. 124.1. 121.5. 118.2, 112.1. 65.9, 56.2, 54.7, 
25.5, 24.5, 22.9. 
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EXAMPLE 249 
4-chIoro-N-(2,3-dihydro-lH-inden-l-yl)-N-{2-(3-(l- 
piperidinyl)propoxy]beiizyl}beiizenesuIfonaniide hydrochloride 




5 Rf = 0.40(10%methanol/DCM)'HNMR(300MHz, CD30D)5 (ppm): 7.89 (m, 2H). 7.60 

(m, 2H), 7.31 (d, IH), 7.23-7.07 (m, 3H), 6.91 (m, IH), 6.80 (t, IH), 6.71 (d, IH), 6.56 (d, IH). 5.57 (t, 
IH), 4.49 (d, IH), 4.12(m, IH), 3.80 (t, 2H), 2.86-2.45 (m, 8H), 2.17 (m, IH), 1.91-1.70 (m, 3H), 1.66- 
1.49 (m, 6H). ''C NMR (75 MHz, CDjOD) 5 (ppm): 157.6, 145.2, 141.3, 140.8. 140.2, 130.8, 130.7, 
130.1, 129.6, 129.36, 127.4, 127.1, 126.1, 125.8, 121.3, 111.8, 67.0, 65.0, 57.1. 55.5, 43.8, 31.5, 31.0. 
10 27.0,26.3,25.0. 



EXAMFX.E 250 

4-chloro-N-cyclopentyl-N-{2-[3-(l-piperidinyl)propoxy]beiizyl}benzenesuIfonaiiiide 

hydrochloride 

15 Rf = 0.60 (9:1; DCM:methanol) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.84 (m, 2H), 7.73- 

7.62 (m. 2H), 7.37 (d. IH), 7.25 (m, IH). 6.93 (m, 2H). 4.45 (s, 2H), 4.25 (m, 2H), 4.11 (t. 2H), 2.28 
(m, 2H), 2.00-1.71 (m, 4H). 1.56-0.87 (m. lOH). "C NMR (75 MHz, CD3OD) 5 (ppm): 157.2, 140.8, 
140.0, 133.2, 133.06, 130.6. 130.5. 130.1, 130.0, 129.8. 127.6. 121.8, 112.2, 66.1. 60.8. 55.9. 54.5. 
44.2, 29.86, 25.3, 24.4. 22.8. 
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EXAMPLE 251 



4-chloro-N-(2,4-dichlorophenyl)-N-{2-[3-(l-piperIdinyI)propoxy]benzyl}beiizenesuIfonaniide 

hydrochloride 



Rf = 0.31 (10% methanol/DCM) 'H NMR (300 MHz, CDjOD) 6 (ppm): 7.65-7.52 (m, 4H) 
7.28 (d, IH) 7.14-7.07 (m, 2H), 6.79 (m, 3H), 6.60 (t, IH), 4.96 (m, IH), 4.60 (m, IH), 4.00 (m, 2H), 
3.34-3.03 (m, 6H), 2.10 (m, 2H), 1.73 (m, 4H), 1.55 (m, 2H). ''C NMR (75 MHz, CD3OD) 6 (ppm): 
160.34, 142.46, 140.79, 139.54, 137.77, 137.42. 136.15, 134.59, 132.99, 132.84, 132.39, 132.26, 
130.38, 125.17, 123.08, 113.86. 67.96, 58.22, 56.55. 52.47, 27.56, 26.65, 25.19. 

EXAMPLE 2j>2 

4-chloro-N-(2,5-dibromophenyI)-N-{2-[3-(l-piperidinyl)propoxy]beiizyl}beiizenesulfonamide 

hydrochloride 



Rf = 0.26 (10% methanol/DCM) 'H NMR (300 MHz. CD3OD) 8 (ppm): 7.64-7.53 (m, 4H). 
7.31 (d, IH). 7.21 (dd, IH), 7.10 (dt, IH). 6.86 (d. IH), 6.79 (d, IH). 6.61 (t. IH), 5.40 (d, IH), 4.58 (d. 
IH), 3.95 (m, 2H), 3.22-2.02 (m. 6H), 2.08 (m, 2H), 2.11-1.54 (m, 6H). "C NMR (75 MHz, CD3OD) 8 
(ppm): 154.6, 136.9, 135.6, 134.4, 132.0, 130.2, 129.0, 127.4, 126.7, 126.7, 122.5, 118.9. 117.4. 
117.33, 108.0. 61.7, 52.2. 50.6. 50.5, 21.3, 20.3, 18.7. ESI calculated for C27H29Br2ClN203S [MH+] 
657; Observed: 657. 



CI 





o 



wo 00/50391 



PCT/US00/04S60 



4-chloro-N-(2,5-dichlorophenyl)-N-{2-(3-(l-piperidinyl)propoxy]beiizyl}beiizenesulfonaniide 

hydrochloride 




5 Rf = 0.35 (10% methanol/ CDClj) 'H NMR (300 MHz, CD3OD), 6 (ppm): 7.72-7.60 (m, 4H), 

7.27-7.15 (m, 3H), 6.87 (m, 2H), 6.78 (dd, IH), 6.63 (t, IH) 5.03 (d, IH), 5.68 (d, IH), 4.15 (m, IH), 
4.02 (m, IH) 3.67 (m. IH) 3.65 (m, IH), 2.31 (m. 2H), 1.88 (m, 6H). ''C NMR (75 MHz, CD3OD) 5 
(ppm): 158.69, 141.00, 138.84, 137.78, 135.68, 133.50, 133.39, 133.02, 132.61, 131.54, 131.27, 
130.82, 130.70, 123.27, 121.54, 112.23, 65.98, 56.28, 54.66, 51.00,25.44, 24.42, 22.93. 



EXAMPf K 2<i4 

4-chloro-N-cycloheptyI-N-{2-[3-(l-piperidinyl)propoxylbenzyl}beiizenesuIfonainide 

hydrochloride 




Rf = 0.37 (10% methanol/DCM) 'H NMR (300 MHz. CD3OD) 5 (ppm): 7.65 (d, 2H), 7.41 (d. 
15 2H), 7.29 (d. IH), 7.06 (t. IH), 6.76 (m. 2H), 4.26 (s, 2H), 3.88 (t, 2H), 3.67 (m, IH), 2.54-2.40 (m, 
6H), 1.88 (m, 2H), 1.49-1.12 (m, 18H). "C NMR (75 MHz, CD3OD) 5 (ppm): 158.2, 141.9, 140.6, 
131.7, 131.3, 130.6, 130.4, 128.5, 122.3, 112.9, 68.1, 62.6, 58.0, 56.2, 44.0, 35.3, 29.2, 28.0, 27.1, 27.0, 
25.6, 



EXAMPLE ISS 

4-chloro-N-(2-chloro-3-pyridinyl)-N-{2-[3-(l-piperidinyI)propoxy]benzyI}beiizenesulfonainide 

hydrochloride 




Rf = 0.37 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 6 (ppm): 7.77-7.73 (4H, m), 
7.33-7.20 (3H, m), 6.94-6.90 (m, 3H). 6.75-6.70 (m, IH), 5.03 (d, IH), 5.77 (d, IH), 4.13-4.02 (m. 
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2H), 3.44-3.16 (m, 6H), 2.24 (m, 2H), 1.89-1.84 (m, 4H), 1.67 (m, 2H). "C NMR (75 MHz, CD3OD) 5 
(ppm): 159.1, 141.0, 139.3, 138.6, 135.2, 133.4, 131.6, 131.6, 131.1, 134.0, 129.4, 127.8, 123.7, 121.6, 
112.4, 66.1, 56.7, 54.9, 54.9, 51.6, 25.7, 24.7, 23.2. 



EXAMPLE 256 
N-[(2S)-bicyclol2.2.11hept-2-yl]-4-chloro-N-{2-I3-(l- 
piperidiiiyl)propoxy]beiizyl}beiizenesulfonamide hydrochloride 



o 



Rf = 0.33 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.86-7.81 (m, 2H), 
7.62-7.58 (m. 2H), 7.49 (m, IH). 7.19 (m, IH), 6.93 (m, 2H), 4.44 (s, 2H), 4.03 (m, 2H), 3.89 (m, IH). 
10 2.62 (m, 6H), 2.07-0.90 (m, 18H). "C NMR (75 MHz, CD3OD) 5 (ppm): 158.2, 142.3, 141.5, 132.1, 
131.5, 131.3. 130.79, 129.4. 123.0, 113.5. 68.6, 64.2. 58.6. 56.9, 44.9, 43.5, 40.0. 38.6. 38.5. 31.8. 29.9. 
28.66, 27.6, 26.3. 

EXAMPLE 257 

4-chloro-N-(3,5-dichlorophenyl)-N-{2-[3-(l-piperidinyl)propoxy]beiizyl}benzenesalfonaiiude 
15 hydrochloride 



Rf = 0.6 (10% methanol/DCM) 'H NMR (500 MHz, CDCI3) 5 (ppm): 7.65 (m, 4H). 7.30 (t. 
IH), 7.23-7.18 (m, IH). 6.98-6.92 (m. 4H), 6.73 ( m, IH), 4.15 (t, 2H) 3.64-3.57 (m, 2H). 3.70-3.67 
(m. 2H), 3.09-3.04 (m, 2H), 2.38-2.32 (m. 2H), 2.10-1.98 (m. 2H), 1.88-1.79 (m, 4H)ESI calculated for 
20 CzTHzsQaNaOaS [MH+] 569; Observed: 569. 
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EXAMPLE 25S 

4-chloro-N-(2,5-dichIoro-3-pyridinyl)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamide 

hydrochloride 



.0 



a; 



Rf = 0.49 (10% methanol/DCM) 'H NMR (300 MHz, CDjOD) 5 (ppm): 8.28 (d, IH), 7.77- 
7.54 (m, 4H), 7.41 (d, IH), 7.23 (m, IH), 6.93-6.86 (m, 2H), 6.71 (m, IH). 5.05 (m, IH), 4.78 (m, IH), 
4.17-4.04 (m, 2H), 3.69-3.44 (m, 4H), 3.04 (m, 2H), 2.31 (m, 2H), 2.00-1.51 (m, 6H). ESI calculated 
forCzeHzgCUNjOjS [MH+] 568; Observed: 568. 

EXAMPLE 259 

N-{5-[(2,5-dichloro{2-[3-(l-piperidinyl)propoxy]benzyl}anilino)sulfonyl]-4-methyl-l^thiazol-2- 

yl}acetaiiiide hydrochloride 



.o 



H 



Rf = 0.70 (3:1:1 n-BuOH/HjO/AcOH) 'H NMR (500 MHz, DMSO) 5 (ppm): 12.73 (s, IH), 
10.08 (br. IH), 7.43 (m, 2H), 7.27 (d, IH), 7.20 (m, IH), 6.99 (d, IH), 6.91 (d, IH), 6.75 (t. IH), 4.99 
(d, IH), 4.69 (d, IH), 4.00 (m, 2H), 3.47-3.22 (m, IIH). 2.21-1.70 (m, 9H). ESI calculated for 
C27H32CI2N4O4S [MH+] 611; Observed: 611 



EXAMPLE 260 

(E)-N-(2,5-dichlorophenyl)-2-phenyl-N-{2-[3-(l-piperidinyl)propoxy]beiizyl}ethenesulfonamide 

hydrochloride 



a; 



.0 



Rf= 0.62 (3:1:1 n-BuOH/HjO/AcOH) 'H NMR (500 MHz, CD3OD) 5 (ppm): 7.62 (m, 2H), 
7.45 (m, 3H), 7.35-7.32 (dd, 2H), 7.29-7.21 (m. 4H), 6.93 (m, 2H), 6.72 (t. IH). 4.88 (m. 2H), 4.17 (m, 
IH), 4.04 (m, IH), 3. 39 (m, 6H), 2.27 (m, 2H), 1.93 (m, 4H), 1.69 (m, 2H). ESI calculated for 
C29H32CI2N2O3S [MH+] 559; Observed: 559. 
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EXAMPLE 261 

N-(2,5-dichlorophenyl)(phenyI)-N-{2-[3-(l-piperidinyl)propoxy]benzyl}methanesulfonaiiiide 

hydrochloride 

Rf = 0.67 (3:1:1 n-BuOH/HzO/AcOH) 'H NMR (500 MHz, CDjOD) 5 (ppm): 7.39-7.28 (m, 
8H), 6.96 (m, 2H), 6.80 (t, 2H), 4.88 (m, 2H), 4 51 (s, 2H), 4.05 (d, 2H), 3.31-3.30 (m. 6H), 2.18 (m, 
2H), 1.78 (m, 4H), 1.61 (br, 2H). ESI calculated for C28H32C12N2O3S [MH+] 547; Observed: 547. 



EXAMPLE 261 

N-(2,5-dmuorophenyl)-4-niethyl-N-{2-[3-(l-piperidinyl)propoxy]beiizyl}benzenesulfonainide 

hydrochloride 




'H NMR (300 MHz, CD3OD) 6 (ppm): 7.62-7.50 (m, 3H), 7.37 (m, 2H), 7.13 (t, IH), 6.93-6.84 
(m, 2H), 6.76 (d, IH), 6.63-6.58 (m, 2H), 4.71 (s. 2H), 4.12-4.05 (m, 2H). 3.63-3.57 (m, 2H), 3.03 (t, 
2H), 2.42 (s, 3H), 2.30 (m, 2H), 1.97-1.68 (m, 6H). 



EXAMPLE 26^ 

4-bronio-N-(2^difluorophenyl)-N-{2-[3-(l-piperldinyl)propoxy]benzyI}beiizenesulfonainide 

hydrochloride 




'H NMR (300 MHz. CD3OD) 8 (ppm): 7.79 (d, 2H), 7.63 (d, 2H), 7.19 (t, IH), 7.00 (m, 2H), 
6.90 (d, IH), 6.85 (d, IH), 6.73 (m, IH), 6.65 (m, IH), 4.83 (s, 2H), 4.15 (m, 2H), 3.68 (d, 2H), 3.60 
(m, 2H), 3.30 (m, 2H), 3.06 (m, 2H), 2.35 (m, 2H), 1.99 (m, 2H), 1.85 (m, 3H), 1.55 (m, IH). 
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E XAM P LE 264 

4-chloro-N-cyclopropyl-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonaiiiide 

hydrochloride 



a; 



Rf = 0.32 (10% methanol/DCM) 'H NMR (500 MHz, CD3OD) 5 (ppm): 7.88-7.86 (d, 2H), 
7.67-7.65 (d, 2H), 7.31-7.22 (m, 2H), 6.96-6.88 (dt, 2H), 4.38 (s, 2H), 4,1 1 (s, 2H), 3.31 (s, IH), 20 (m, 
4H), 2.27-2.22 (m, 2H), 1.87-1.78 (m, 6H), 1.66 (m, 2H), 0.47 (m, 4H). "C NMR (125 MHz, CD3OD) 
6 (ppm): 158.4, 140.6, 137.5. 133.0, 130.8, 130.8, 130.7, 125.5, 121.7, 112.4, 66.2, 56.3, 54.8, 52.2, 
31.86, 25.7.24.7, 23.2. 

EXAMPT F. 26^ 
N-((2S)-bicycIo[2.2.1Jhept-2-yI]-4-chloro-N-{2-I3-(l- 
piperidinyl)propoxy]benzyl}beiizenesulfonaiiiide hydrochloride 



Rf = 0.52 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 8 (ppm): 7.81 (m, 2H), 7.56 (m, 
2H), 7,39 (d, IH), 7.19 (m, IH), 6.91 (m, 2H), 4.46 (s, 2H), 4.02 (t, 2H), 3.85 (m, 2H), 2.55 (m, 7H), 
2.01 (m, 3H), 1.68-0.99 (m, 14H). ESI calculated for CzgHj.ClNzOjS [MH+] 517; Observed: 517. 



EXAMPLE 266 

4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(l-piperidinyl)propoxy]beiizyl}benzenesuifonamide 

hydrociiloride 




Rf = 0.38 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 6 (ppm): 7.69-7.58 (m, 4H), 
7.18-6.61 (m, 7H), 4.79 (s, 2H), 4.12 (t. 2H), 3.68-3.56 (m. 4H). 3.07-2.99 (m, 2H). 2.33 (m, 2H), 1.98- 
1.52 (m, 6H). "C NMR (75 MHz, CD3OD) 5 (ppm): 158.6, 141. 0, 138.3. 132.9, 131.5, 130.8, 130.5, 
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127.5, 127.5, 123.4, 121.6, 120.0, 119.7, 118.6, 118.5, 118.4, 118.3, 118.2, 118.1, 112.3, 66.0, 56.3, 
54.7,51.2,51.1,25.5,24.5,22.9. 

EXAMPLE 267 

4-chloro-N-(2-methylphenyl>N-{2-[3-(l-piperidinyI)propoxy]beiizyl}benzenesalfonainide 
5 hydrochloride 




Rf = 0.59 (15% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.74-7.65 (m, 4H), 
7.24-6.93 (m. 5H), 6.60-6.55 (dd, 3H), 5.47 (d, IH), 4.14 (m. 4H), 3.80-3.43 (m, 6H), 3.34 (m, 2H), 
1.90-1.72 (m, 6H). NMR (75 MHz. CD3OD) 5 (ppm): 158.7, 141.9, 140. 7. 138.5, 138.3, 133.5. 
10 132.1, 131.1, 130.8, 130.61, 129.6, 128.9, 127.3, 123.6, 121.3, 111.9, 65.8, 56.2, 54.6, 52.5, 25.5, 24.5, 
22.9, 18.5. ESI calculated for C28HJ3CIN2O3S [MH+] 513; Observed: 513. 



EXAMPLE 268 

4-chloro-N-(3-methylphenyl)-N-{2-[3-(l-piperidinyl)propoxy]beiizyl}benzenesulfonainide 

hydrochloride 




Rf = 0.32 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 6 (ppm): 7.71-7.49 (m, 4H), 
7.20-6.94 (m, 4H), 6.84 (d, IH), 6.69 (m, 3H), 4.80 (s, 2H), 4.04 (t, 2H), 3. 22 (m, 2H), 3.06 (b, 4H), 
2.29-2.17 (m, 5H), 1.80 (m, 4H), 1.61 (m, 2H). "C NMR (75 MHz. CD3OD) 5 (ppm): 156.5, 138.5, 
138.1, 137.8, 136.4, 130.7, 129.1, 128.8, 128.7, 128.6, 128.0, 127.8, 125.2, 122.7, 119.5, 110.4, 64.6, 
20 54.7, 53.0, 49.3, 24.2, 23.2, 21.8. 19.4. ESI calculated for C28H33CIN2O3S [MH+] 513; Observed: 513. 
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EXAMPLE 269 



2-{2-[3-(l-piperidinyl)propoxy]benzyl}-2H-naphtho[l,8-cd]isothiazolel,l-dioxide hydrochloride 



Rf = 0.48 (10% methanol/DCM) 'H NMR (300 MHz, CDjOD) 6 (ppm): 8.11-7.97 (dd, 2H), 
5 7.76 (m, IH), 7.44-7.23 (m, 4H), 6.98 (d, IH), 6.87 (t, IH). 6.68 (m, IH), 4.95 (s, 2H), 4.10 (t, 2H). 
2.60-2.41 (m, 6H), 2.02 (m, 2H), 1.57-1.40 (m, 6H). ''C NMR (75 MHz, CD3OD) 5 (ppm): 160.1, 
140.2, 134.8, 134.4, 134.0, 133.0, 132.8, 132.7, 131.8, 126.8, 124.1, 123.1, 121.8. 114.7, 107.4, 69.1, 
58.9, 57.2, 44.2, 28.6, 27.6. 26.2. ESI calculated for CijHzgClNzOsS [MH+] 437; Observed: 437. 

EXAMPf .ff 270 

10 4-chloro-N-(23-dichIorophenyI)-N-{2-[3-(l-piperidinyl)propoxy]beiizyl}benzenesuIfonainide 

hydrochloride 



Rf = 0.38 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 6 (ppm): 7.73-7.62 (m, 4H), 
7.42 (dd, IH), 7.22-7.10 (m, 2H) 6.85 (d, IH) 6.83 (dd, IH), 6.73 (dd, IH) 6.63 (t, IH) 5. 16 (d, IH) 
15 4.58 (d, IH) 4.18 (m, IH) 4.05 (d, IH) 3.53-3.30 (m, 6H) 2.36-1.90 (m, 4H). "C NMR (75 MHz. 
CD3OD) 5(ppm): 159.39 141.58, 139.54, 139.42, 136.60, 135.47, 133.69, 132.59,132.31, 132.15, 
131.48. 131.38, 129.32, 123.92, 122.10, 112.87, 66.59, 56.95, 55.31, 51.84, 26.10. 25.07. 23.59. ESI 
calculated for C27H29CBN2O3S [MH+] 567; Observed: 567. 
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EXAMPf 271 

4-cbIoro-N-{2-[3-(l-piperidinyl)propoxy]benzyl}-N-tetrahydro-2H-pyran-4- 
ylbenzenesulfonamide hydrochloride 

Rf = 0.42(10% methanol/DCM), 'H NMR (300 MHz, CD30D)5 (ppm): 7.90-7.86 (m, 2H), 
7.63-7.69 (m, 2H), 7.41-7.39 (m, IH), 7.33-7.27 (m, IH), 6.97-6.92(m, 2H), 4.56 (s, 2H), 4.16-4.12 (t, 
2H), 3.93-3.87 (m, IH), 3.80-3.73 (m, 2H), 3.44-3.22 (m, 8H), 2.32-2.27 (m, 2H), 1.89-1.80 (m, 4H). 
1.61-1.53 (m 4H), 1.29-1.25 (m, 2H). NMR (free base, 75 MHz, CDCyS (ppm): 155.1, 139.5, 
138.4, 128.9, 128.6, 127.9, 125.6, 120.0, 110.2, 55.7, 55.1, 54.2,41.0, 30.8, 26.4, 25.4, 23.9, 14.0. 

EXAMPLE 272 

4-chloro-N-(2,5-difluorophenyl)-N-({l-[3-(l-piperidinyl)propoxy|-2- 
naphthyl}inethyl)beiizenesulfonamide hydrochloride 

o 

)-c. 

Rf = 0.6 (10:1 DCM:methanol), 'H NMR (CDjOP) 6 (ppm): 7.99-7.96 (m. IH), 7.82-7.76 (m, 
3H), 7.66-7.63 (m, IH), 7.54-7.45 (m, 3H), 7.30-7.28 (m, IH), 7.05-7.00 (m, 2H), 6.84-6.81 (m, IH), 
5.01-4.91 (m, 2H), 4.04-4.01(in, 2H), 3.32-3.00 (m, 6H), 2.23-2.26 (m, 2H), 1.81-1.64 (m, 6H). LC- 
MS calculated for C31H31CIF2N2O3S: 585: observed 585. 




EXAMPLE 273 

4-chloro-N-(2,5-difluorophenyl)-N-({l-[3-(l-piperidinyl)propoxy]-2- 
naphthyl} methyI)benzenesulfonainide hydrochloride 




Mp = 228°C (d). Rf = 0.45 (10:1; DCMimethanol). 'H NMR (DMSO) 8 (ppm): 8.20-8.17 (m, 
IH), 7.87-7.77 (m, 6H), 7.55-7.11 (m, 5H), 6.57 (m, IH), 5.25 (m, 2H), 3.95 (m, 2H), 3.40-3.36(m, 
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2H), 3.15 (m, 2H), 2.85 (m, 2H), 2.12 (m, 2H), 1.80-1.76 (m, 4H), 1.42 (m, 2H). LC-MS calculated for 
CjiHjiClFzNzOjS: 585: observed 585. 



EXAMPLE 274 

5 Using the general synthetic scheme outlined in SCHEME 274, compounds described in 

Examples 275-283 were prepared. 
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EXAMPLE 27S 

4-chloro-N-(2,5-difluorophenyl)-N-(2-hydroxybenzyI)benzenesalfonaniide 

Rf = 0.50 (3:l;hexanes:ethyl acetate). 'H NMR (CDCU) 8 (ppm): 7.74-7.71 (d, 2H, 7.54-7.51 
(d, 2H), 7.20-6.96 (m, IH), 7.00-6.96 (m, 2H), 6.89-6.87 (m, 2H), 6.75-6.67 (m, 2H), 6.45(s, IH), 4.70 
(s, 2H). 

EXAMPLE 276 

4-chloro-N-{2-(2-(l-methyl-2-piperidinyl)ethoxy]beiizyl}-N-phenylbeiizeDesulfonamide 

hydrochloride 




Rf = 0.23 (10% methanol/DCM) 'H NMR (300 MHz, CDjOD) 5 (ppm): 7.66-7.60 (m, 4H), 
7.22-7.15 (m, 4H), 6.95-6.89 (m, 4H ), 6.68 (t, IH), 5.04 (d, IH), 4.71 (d, IH), 4.16 (m, 2H), 3.85 (m, 
IH), 3.47 (d, IH), 3.19 (m, IH), 2.98 (s, 3H), 2.65 (m, IH), 2.22 (m, IH), 2.01-1.64 (m, 6H). '^C NMR 
(75 MHz, CD3OD) 5 (ppm): 158.7, 140.9, 140.0, 138.4, 133.3, 131.2, 131.0, 130.9, 130.7, 130.3, 
130.0, 124.7, 121.9, 112.7, 64.9, 63.4, 57.4, 51.8, 41.1, 31.5, 28.9, 24.5, 23.1. ESI calculated for 
C27H33CIN2O3S [MH+] 499; Observed: 499. 

EXAMFLE 277 

4-chloro-N-{2-[2-(l-inethyI-2-pyrrolidinyl)ethoxy]benzyl}-N-phenylbeiizenesulfonamide 

hydrochloride 




Rf = 0.24 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 8 (ppm): 7.62 (m, 4H), 7.22- 
7.16 (m. 4H), 6.96-6.89 (m. 4H), 6.68 (t, IH), 4.51 (d, IH), 4.77 (d, IH), 4.28 (m, 2H), 4.14-4.02 (m, 
2H), 3.73 (m. IH), 3.22 (m, IH), 3.04 (s, 3H), 2.69-2.44 (m, 2H), 2.28-1.91 (m. 4H). "C NMR (75 
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MHz, CD3OD) 8 (ppm): 158.6, 140.8, 139.9, 138.4, 133.4 131.2, 130.9, 130.9 130.7, 130.3, 129.7 
124.7, 121.9. 112.7, 67.8, 65.9, 57.8, 51.8,40.1 31.6 30.5, 22.7. 



EXAMTLE 278 

4-chlora-N-phenyl-N-{2-[2-(2-piperidinyl)ethoxy]benzyl}benzenesuIfonaniide hydrochloride 




Rf = 0.40 (14% methanol/DCM) 'H NMR (300 MHz, CD3OD) 6 (ppm): 7.59-7.52 (m, 4H), 
7.15-7.08 (m, 4H), 6.88-6.80 (m, 4H), 6.60 (t, IH), 4.93 (d, IH), 4.68 (d, IH) 4.15-4.05 (m, 2H), 3.79 
(m, IH), 3.37 (m, IH), 3.10 (m, IH), 2.26-1.49 (m, 8H). "C NMR (75 MHz, CD3OD) 6 (ppm): 158.6, 
140.8, 140.1, 138.5, 133.1, 131.1, 131.0, 130.9, 130.7, 130.4, 129.7, 124.9, 121.9, 112.9, 64.9, 55.9, 
10 51.8, 46.6, 34.9, 29.9, 23.9, 23.5. ESI calculated for C26H29CIN2O3S [MH+] 485; Observed: 485. 



EXAMPLE 279 

N-{2-[3-(3-hydroxy-l-pyrrolidinyl)propoxy]benzyl}-N-phenylbenzenesulfonainide hydrochloride 




Rf = 0.15 (9% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.52-7.46 (m. 4H), 
15 7.10-7.01 (m, 4H), 6.80-6.73 (m, 4H), 6.54 (m, IH), 4.74 (s, 2H), 4.48-4.46 (m, IH), 4.02 (t, 2H), 3.58 
(m, 3H), 3.39 (m, 3H), 2.28-1.93 (m, 4H). "C NMR (75 MHz, CD3OD) 8 (ppm): 160.3, 142.4, 141.6, 
140.1, 134.8, 132.8, 132.5, 132.4, 131.9, 131.3, 126.4, 123.4, 114.3, 72.4, 67.9, 64.9, 56.9, 55.9, 53.5, 
36.0, 29.2, ESI calculated for C27H29CIN2O4S [MH+] 501; Observed: 501. 
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EXAMPLE 2Rn 

4-chloro-N-{2-[3-(2-ethyI-l-piperidinyl)propoxy]benzyl}-N-phenylbeiizenesulfonamide 

hydrochloride 




Rf = 0.23 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.44-7.59 (m, 4H), 
7.24-7.15 (m, 4H), 6.94-6.89 (m, 4H), 6.68 (t, IH), 4.88 (d, 2H), 4.17 (t, 2H), 3.66-3.52 (d, 3H ), 3.25 
(m, 2H). 2.33 (m, 2H), 2.03-1.63 (m, 8H), 1.05 (t, 3H), NMR (75 MHz, CD3OD) 5 (ppm): 158.9. 
141.0. 140.2, 138.9, 133.4, 131.3, 131.1, 131.0, 130.5, 129.8, 125.0, 122.1, 113.0, 66.9, 65.6, 52.0. 
51.9, 51.7, 28.2, 25.8, 24.2, 22.4, 10.8. ESI calculated for C29H35CIN2O3S [MH+] 527; Observed: 527. 



EXAMPLE 281 

4-chloro-N-phenyl-N-[2-(4-pyridinylinethoxy)benzyI]benzenesuIfonaiiude hydrochloride 

(TlO-" 

Rf = 0.63 (5% methanol/DCM) 'H NMR (300 MHz, CDjOD) 5 (ppm): 8.31 (d. 2H), 7.47-7.38 
(m, 4H), 7.25 (d, 2H), 7.1 1 (m, IH), 7.02-6.97 (m, 4H), 6.79 (m. 2H). 6.70 (m. 2H), 4.90 (s. 2H), 4.77 
(S.2H). 



EXAMPLE 2R2 

4-chloro-N-phenyl-N-[2-(2-pyridinylmethoxy)benzyl]benzenesalfonaniide hydrochloride 

Rf = 0.57 (5% methanol/DCM) 'H NMR (300 MHz, CD3OD) 6 (ppm): 8.87 (d, IH), 9.60 (t, 
IH), 8.17 (d, IH), 8.02 (t. IH), 7.61 (q, 4H), 7.29-6.86 (m, 9H), 5.47 (s, 2H). 5.00 (s, 2H), ''C NMR 
(75 MHz, CD3OD) 5 (ppm): 156.2, 153.8, 147.5, 143.6, 140.5, 138.3. 136.9. 134.1, 130.6, 130.5, 
130.4, 130.0. 129.3. 127.4. 126.8. 125.7. 123.1, 113.5, 68.7, 51.3. ESI calculated for CasH^ClNzOjS 
[MH+] 465; Observed: 465. 
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EXAMPLE 

4-chIoro-N-phenyl-N-[2-(3-pyridinylinethoxy)benzyl]benzenesulfonainide hydrochloride 



Rf = 0.61 (5% methanol/DCM) 'H NMR (300 MHz, CDjOD) 8 (ppm): 8.58-8.51 (m, 2H), 
7.89, (d, IH), 7.62-7.44 (m, 5H), 7.30 (dd, IH), 7.20-7.16 (m, 4H), 6.98-6.84 (m, 4H), 5.07 (s, 2H), 
4.90 (s, 2H). 



EXAMPT.R 284 



The general synthetic scheme set forth in SCHEME 284 can also be used for the preparation of 
numerous compounds according to the invention. 
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Kb 
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2-[((D-bromo alkyloxy) N-beiizyl]4-chlorobeiizenesulfanilides 

To a stirred suspension of lithium aluminum hydride (1.78 g, 46.8 mmol) in THF (90 mL) at 0 
X was added a solution of salicylanilide (5.0g, 23.4 mmol) in THF (50 mL) over 0.5 h. The resulting 
mixture was heated at refluxing for 3 h, then cooled to 0 ""C, quenched with saturated NaHS04 solution, 
5 filtered through celite pad and the celite pad was washed with ethyl acetate. The filtrate was diluted 
with ethyl acetate (300 mL), washed with saturated brine (2 x 100 mL), dried with MgS04, filtered and 
concentrated under reduced pressure to give 3.9 g of the desired product as white solid (y: 83% ) Rf = 
0.40 (25% ethyl acetate/hexanes) NMR (300 MHz, CDCI3) 5 (ppm): 7.28-7.15 (m, 4H), 7.95- 6.84 
(m, 5H), 4.41 (s, 2H). 

10 Sulfonylation of the amine (2,0 g, 10.0 mmol) according to the general procedure described 

elsewhere provided the desired product (3.40 g, 9.10 mmol, 91%). Rf = 0.35 (25% ethyl 
acetate/hexanes) *H NMR (300 MHz, CDCI3) 5 (ppm): 7.66-7.49 (m, 4H), 7.28-7.14 (m 4H), 6.97-6.65 
(m, 5H). 4.71 (s, 2H). 

General procedure for alkylation of phenol with co-bromoalkanols 
15 Mitsunobu alkylation of phenol with 3-bromo propanol, 4-bromo butanol and 5-bromo 

pentanol according general procedure described elsewhere gave the corresponding 2-[(a)-bromo 
alkyloxy) N-benzyl]4-chlorobenzenesulfanilides. 



General procedure for the amination of 2-[(oo-bromo alkyloxy) N-benzyl]4- 

chlorobenzenesulfanilides. 

20 The bromo compound (1.0 eq) was dissolved in neat amine (5.0 eq) (or in DCM (2.0 

mL/mmol) if the amine is a solid), and the solution was allowed stir at room temperature under Ar for 
Ih. The reaction mixture was then concentrated under reduced pressure, re-dissolved in ethyl acetate 
(25 mL/mmol) washed the ethyl acetate solution with saturated bicarbonate solution and water, dried 
with MgS04, filtered and concentrated under reduced pressure to give the desired product, as the free 

25 base, in near quantitative yield. The fi-ee base was converted into the corresponding HCl salt as 
described elsewhere. The HCl salt was purified by passing through a short plug of Si02 (10% 
methanol/DCM) to yield the desired product in >90% yield. 
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The compounds described in Examples 285-320 were prepared according to the scheme 
described in the previous example. 

E XAMPLE 28 5 

N-[2-(3-bromopropoxy)benzyI]-4-chloro-N-phenyIbenzenesulfonamide 

or: 

Rf = 0.35 (20% ethyl acetate/hexanes) 'H NMR (300 MHz, CDCI3) 8 (ppm): 7.55-7.47 (m, 
2H), 7.19-7.17 (m, 4H), 7.27-7,14 (m, 5H), 6.98 (m, 2H), 6.86-6.75 (m, 2H), 4.78 (s, 2H), 3.99 (t. 2H), 
3.53 (t, 2H), 2.20 (q, 2H). 

EXAMPT.E28<; 

10 4-cbloro-N-{2-[(5-chloropentyl)oxy]beiizyl}-N-phenylbenzenesulfonainide 




a 



3-^ 



o 



Rf = 0.17 (6% ethyl acetate/hexanes) 'H NMR (300 MHz, CDCI3) 6 (ppm): 7.59-6.70 (m, 
13H), 3.82 (t, 2H), 3.56 (t, 2H). 1.83-1.54 (m, 6H). 

IS EXAMPLE 2«7 

4-chloro-N-phenyl-N-{2-[3-(l-pyrrolidinyi)propoxy]benzyl}benzenesulfonainide hydrochloride 



.0 



Rf = 0.60 (6:l:DCM:methanol). 'H NMR (300 MHz, CDCI3) 5 (ppm): 7.55-7.47 (m, 4H), 
7.19-7.17 (m, 3H), 6.79-6.75 (m, 3H), 6.61 (d, 2H), 4.75 (s, 2H), 4.13 (br, 2H), 3.80-3.65 (m, 4H), 3.15 
20 (br, 2H), 2.60(br, 2H), 2.15 (m, 4H). 
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EXAMPLE 288 

tert-butyl4-{3-[2-({[(4-chloropheDyl)sulfoDyl]aniUno}inethyl)phenoxy]propyI}-l- 

piperazinecarboxylate 



5 Rf = 0.13 (5% methanol/DCM) 'H NMR (300 MHz, CDCI3) 5 (ppm): 7.56 (m, 2H), 7.45 (m, 

2H), 7.32-7.12 (m, 5H), 6.99 (m, 2H), 6.83 (t, IH), 6.73 (d, IH), 5.30 (s, 2H), 3.89 (t. 2H), 3.44 (t, 4H), 
2.50-2.37 (m, 6H), 1.87 (q, 2H), 1.47 (s, 9H). 

EXAMPLE 289 

4-chloro-N-{2-[3-(3,6-dihydro-l(2H)-pyridinyl)propoxy]benzyl}-N-phenyIbenzenesulfonainide 
10 hydrochloride 

Rf = 0.45 (5% methanol/DCM) 'H NMR (300 MHz, CD3OD) 8 (ppm): 7.40 (m, 4H), 6.95 (m, 
4H), 6.71-6.60 (m, 4H), 6.43 (m, IH), 5.82 (m, IH), 5.59 (m, IH), 4.65 (s, 2H), 3.97 (t, 2H), 3.71 (m, 
2H), 3.55-3.10 (m, 4H), 2.33-1.81 (m, 4H). "C NMR (75 MHz, CD3OD) 6 (ppm): 158.8, 140.9, 139.9, 
15 138.5, 133.4, 131.2, 130.9, 130.8, 130.3, 129.6, 127.1, 124.7, 121.8, 121.4, 112.6, 66.3, 55.7, 52.0, 
52.0,51.0, 25.9,24.1. 

EXAMPLE 290 

N-{2-(3-(4-beiizyl-l-piperidinyl)propoxy]benzyl}-4-chloro-N-phenylbeiizenesulfonamide 

hydrochloride 

. aio° 

Rf = 0.60 (14% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.54 (m, 4H), 7.21- 
7.06 (m, 9H), 6.82-6.74 (m, 4H), 6.57 (m, IH), 4.78 (s, 2H), 4.07 (m, 2H), 3.55 (m, 4H), 2.99 (m, 2H), 
2.58 (m, 2H), 2.27 (m, 2H), 1.89-1.51 (m, 5H). 
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EXAMPLE 291 

N-{2-[3-(4-beiizyl-l-piperidinyl)propoxy]benzyI}-4-chIoro-N-phenylbeiizenesulfonaniide 

hydrochloride 



^l^i? /=\ 



Rf = 0.32 (9% methanol/DCM) 'H NMR (300 MHz, CDjOD) 6 (ppm): 7.40 (m, 4H), 6.99 (m, 
4H). 6.69-6.44 (m, 5H), 5.80 (s, 2H), 4.66 (s, 2H), 4.07-3.96 (m, 6H), 3.62 (m, 2H), 2.1 1 (m. 2H). "C 
NMR(75MHz,CD30D)5 (ppm): 161.0, 143.0, 142.0, 140.6, 135.6, 133.4, 133.0, 132.9, 132.4, 131.8, 
128.7, 126.8, 123.9, 114.7, 68.2, 63.7, 56.9, 54.2, 29.6. 

EXAMPI.R 292 

N-{2-[3-(l-azetidinyl)propoxy]beDzyl}-4-chloro-N-phenylbenzenesulfonainlde hydrochloride 



Rf = 0.54 (14% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.61-7.54 (m. 4H), 
7.16-7.09 (m, 4H), 6.88-6.78 (m, 4H), 6.60 (t, IH), 4.84 (s, H), 4.25 (t, 4H), 4.08 (m, 2H), 3.67 (m. 2H), 
2.52 (m, 2H), 2.10 (m, 2H). ''C NMR (75 MHz, CD3OD) 6 (ppm): 158.8, 140.9, 139.9, 138.4, 133.4, 
131.2, 130.9, 130.77, 130.3, 129.6, 124.6, 121.8. 112.6, 65.8, 56.2, 54.1, 52.0, 26.2, 17.6. 

EXAMPLE 293 

4-chloro-N-phenyl-N-(2-{[5-(l-piperidinyl)pentyl]oxy}benzyl)benzenesuifonaiiiide hydrochloride 




Rf = 0.17 (20% methanol/ethyl acetate) 'H NMR (300 MHz, CD3OD) S (ppm): 7.89-7.82 (m, 
4H), 7.47-7.36 (m, 4H), 7.27-7.09 (m, 4H), 6.96-6.91 (m, IH), 5.09 (s, 2H), 4.23 (t, 2H), 3.81 (d, 2H), 
3.42 (t, 2H), 3.20 (m, 2H), 2.25-1.95 (m, 12H). 
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EXAMf 294 

4-chloro-N-phenyl-N-{2-[4-(l-piperidinyl)butoxy|beDzyl}beiizenesulfonaiiiide hydrochloride 




Rf = 0.20 (5% methanol/DCM) 'H NMR (300 MHz, CDjOD) 5 (ppm): 7.38 (m, 4H). 6.97 (m, 
5 4H), 6.69 (m, 4H), 6.44 (t, IH), 4.64 (s, 2H), 3.84 (t, 2H), 2.99 (m, 6H), 1 .93- 1 .68 (m, lOH). ''C NMR 
(75 MHz, CDjOD) 5 (ppm): 158.5, 140.3, 139.8, 138.3, 132.5, 130.5, 130.4, 130.4, 130.3, 129.8, 
129.0, 124.5, 121.1, 112.3, 68.1, 58.1, 54.3, 51.3, 27.6, 25.3, 22.7. 22.3. ESI calculated for 
C28H33CIN2O3S [MH+] 511; Observed: 511. 

EXAMPLE 295 

10 4-chloro-N-{2-[3-(3,4-dihydro-2(lH)-isoquinoUnyl)propoxy)benzyl}-N-phenylbenzenesulfonamide 




CO 



Rf = 0.50 (50% ethyl acetate/hexanes) 'H NMR (300 MHz, CDCI3) 5 (ppm): 7.59-7.55 (m, 
2H), 7.46-7.42 (m, 2H), 7.44 (dd, IH). 7.22-6.99 (m, lOH), 6.84 (t, IH). 6.74 (t, IH). 3.92 (t, 2H), 3.62 
(s, 2H) 2.91 (t, 2H), 2.73 (t, 2H), 2.62 (t, 2H). 1.96 (m, 2H). "C NMR (75 MHz. CDClj) 6 (ppm): 
15 159.1, 141.7, 141.6, 139.7, 137.2, 136.8. 132.6. 131.6, 131.4, 131.3. 131.2, 130.4, 129.1, 128.7, 128.2. 
126.4, 122.9, 113.6, 68.6. 58.7, 57.4, 53.5, 51.8, 31.7. 29.5. ESI calculated for CjjHjiClNzOjS [MH+] 
547; Observed: 547. 

EXAMPLE 296 

4-chloro-N-{2-[3-(cyclohexylainino)propoxy]beiizyI}-N-phenylbeiizenesuIfonaiiiide hydrochloride 

Rf = 0.20 (14% methanol/DCM) 'H NMR (300 MHz, CD3OD) S (ppm): 7.45-7.37 (m, 4H), 
7.45-7.1 1 (m, 4H). 7.-7.1 1 (m. 4H). 6.89 (m. IH). 5.09 (s. 2H), 4.38 (t. 2H). 3.72 (t, 2H), 3.40 (m, IH), 
2.49 (m, 4H), 2.13-1.94 (m, 3H). 1.66-1.48 (m, 5H). "C NMR (75 MHz, CD3OD) S 158.6, 140.7, 
140.1. 138.6. 133.0, 131.07, 130.9, 130.9, 130.7, 130.3, 129.6, 124.9, 121.8, 112.8, 66.5. 59.1. 51.6. 
25 44.1, 30.9, 28.1, 26.6, 25.9. ESI calculated for C28H33CIN2O3S [MH+] 513; Observed: 513. 
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EXAMPLE 297 

4-chloro-N-{2-[3-(cycIopropylainino)propoxy]beiizyl}-N-phenylbeiizenesalfonainide 

hydrochloride 




erro 

5 Rf = 0.32 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.40-7.32 (m, 4H), 

6.99-6.89 (m, 5H), 6.76-6.74 (m, 2H), 6.57 (m, 2H), 4.61 (s, 2H), 3.71 (t, 2H), 2.66 (t, 2H), 1.99 (m, 
IH), 1.71 (m, 2H), 0.30-0.15 (m, 4H). '^C NMR (75 MHz, CD3OD) 5 (ppm): 159.0, 141.1, 139.3, 
132.6, 131.3, 131.2, 131.1, 130.7, 129.8, 125.8, 122.2, 113.2, 68.1, 51.2, 48.4, 32.6, 30.8, 6.8. ESI 
calculated for C2SH27CIN2O3S [MH+] 471; Observed: 471. 

10 EXAMPI.K 298 

4-chloro-N-{2-[3-(4-hydroxy-l-piperidinyl)propoxy)benzyI}-N-phenylbenzenesulfooaiiiide 

hydrochloride 



.0 




Rf= 0.19 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 7.50-7.43 (m, 4H), 
15 7.07-6.98 (m. 4H). 6.78-6.72 (m, 4H), 6.54-6.49 (m, IH). 4.17 (s. 2H), 3.98 (t, 2H), 3.81 (m, IH), 3.39- 
3.08 (m, 6H), 2.20-2.11 (m, 2H), 1.98-1.91 (m, 2H), 1.70 (m, 2H). "C NMR (75 MHz, CDjOD) 5 
(ppm): 158.7, 140.8, 140.1, 138.6, 133.2, 131.2, 130.9, 130.9, 130.8, 130.3, 129.6, 124.8, 121.8, 112.7, 
66.6, 56.3, 51.8, 51.3, 32.6, 26.2. ESI calculated for C27H31CIN2O4S [MH+] 515; Observed: 515. 

EXAMPLE 299 

20 4-chloro-N-phenyl-N-{2-[3-(l-piperazinyl)propoxy]benzyl}beiizenesulfonainidedihydrochloride 

a; — ' 

Rf = 0.15 (14% methanol/DCM) 'H NMR (300 MHz, CD3OD) S (ppm): 7.80-7.65 (m, 5H), 
l.'il-l.ll (m, 4H), 7.07-6.91 (m, 4H), 6.77 (t, IH), 5.01 (s, 2H), 4.34 (t, 2H), 4.02-3.68 (m, lOH), 2.59 
(m, 2H). '^C NMR (75 MHz, CD3OD) 6 (ppm): 158.7, 140.8, 139.8, 138.5, 13.3. 133.1, 131.2, 130.9, 
25 130.9, 130.8, 130.3, 129.7, 124.7, 121.8, 112.7, 66.1, 56.5, 52.0, 50.3, 50.3, 42.4, 25.6. ESI calculated 
for C26H30CIN3O3SCI [MH+] 500; Observed: 500. 
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4-chloro-N-(2-{ [(2S)-7-niethyI-7-azabicycIo [2.2.1 J hept-2-yl]methoxy}benzyl)-N- 
phenylbenzenesulfonamide hydrochloride 



a; 
a 



5 Rf = 0.20 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) S (ppm): 7.65-7.59 (m, 4H), 

7.25-7.16 (m, 4H), 7.00-6.93 (m. 4H), 6.73 (m, IH), 4.88 (q, 2H), 4.10 (m, IH). 3.97 (m, 3H). 2.76 (s, 
3H), 2.54 (m, IH), 2.23-1.78 (m, 6H). NMR (75 MHz, CDjOD) S (ppm): 158.7, 140.8, 140.3. 
138.7, 133.0, 131.1, 130.9, 130.8, 130.7, 130.3, 129.6, 125.2, 122.0, 113.2, 70.5, 68.1, 66.1, 51.7, 43.3, 
34.4, 33.8, 3.1, 25.8. ESI calculated for C27N2O3SCIH29 [MH+] 497; Observed: 497. 

10 EXAMPLE .-^Ol 

N-phenyl-N-{2-[4-(l-piperidinyl)butyl|beiizyl}benzenesulfonamide 

Rf = 0.33 (5% methanol/DCM) 'H NMR (300 MHz, CDClj) S (ppm): 1.61-1.61 (m, 2H), 7.55- 
7.50 (m, 2H), 7.21-7.11 (m, 5H), 6.94-6.83 (m, 4H), 4.75 (s, 2H), 2.99-2.80 (m. 8H), 2.05-1.62 (m, 
15 lOH). "C NMR (75 MHz, CDCI3) J (ppm): 141.5, 138.5, 137.9, 133.4, 132.6, 131.4. 130.0. 129.4, 
129.2, 129.2, 128.7, 128.5, 128.1, 126.2, 57.9, 53.7, 53.0, 31.9, 29.1, 24.5, 23.5, 22.9. 

EXAMPT.F. :\n2 

4-chloro-N-{2-[3-(lH-iinidazol-l-yl)propoxy]beiizyl}-N-phenylbeiizenesulfonaiiude hydrochloride 

20 Rf = 0.38 (10% methanol/DCM) 'H NMR (300 MHz, CD3OD) S (ppm): 7.53-7.38 (m, 5H), 

7.04-6.93 (m, 5H), 6.85-6.75 (m, 4H), 6.55 (m, IH), 6.50 (t, IH), 4.70 (s, 2H), 4.18 (t, 2H), 3.72 (t, 2H), 
2.06 (m, 2H). "CNMR (75 MHz, CD3OD) S (ppm): 157.6, 139.6, 139.4, 137.7, 131.9, 129.9, 129.8, 
129.7. 129.6, 129.2, 128.5, 124.0, 120.6, 111.4, 64.7, 50.5, 44.4, 31.3. ESI calculated for 
C25H29CIN3O3S [MH+] 482; Observed: 482. 
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EXAMPLE mi 

4-chloro-N-{2-(3-(3,5-diinethyl-l-piperidinyI)propoxy]benzyI}-N-phenylbenzenesulfonaniide 

hydrochloride 

a; — ^ 

5 Rr = 0.35 (9% methanol/DCM) 'H NMR (300 MHz, CDjOD) 6 (ppm): 7.66-7.58 (m, 4H), 

7.23-7.14 (m, 4H), 6.99-6.88 (m, 4H), 6.70 (t, IH), 4.87 (s, 2H), 4.09 (t, 2H), 3.44-2.83 (m, 4H), 2.39- 
1.85 (m, 6H), 1.11-0.77 (m, 8H). '^C NMR (75 MHz, CD3OD) S (ppm): 158.9, 140.9, 140.3, 138.7, 
133.2, 131.2, 131.1, 131.02, 130.9, 130.4, 129.7, 125.0, 121.9, 112.8, 67.0, 66.9, 60.8, 57.5, 56.8, 51.7, 
41.7, 38.5, 31.3, 26.4, 26.3, 19.7, 19.3. 

10 EXAMPLE 304 

4-chloro-N-{2-I3-(l,4-dioxa-8-azaspiro[4.51dec-8-yl)propoxy|benzyI}-N- 
phenylbenzenesulfonamide 

Rf = 0.38 (9% methanol/DCM) 'H NMR (300 MHz, CDCI3) S (ppm): 7.58-7.55 (m, 2H), 7.46- 
15 7.36 (m, 3 H), 7.23-7.1 1 (m, 4H), 7.00 (dd, 2H), 6.85 (t, IH), 6.72 (d, IH), 4.79 (s, 2H), 3.83 (t, 2H), 
2.52-2.44 (m, 6H), 1.90-1.74 (m, 6H). ''C NMR (75 MHz, CDQa) S (ppm): 156.8, 139.6, 139.4, 137.5, 
130.4. 129.5, 129.50, 129.2, 128.2, 124.3, 120.8, 111.4, 107.6, 66.7, 64.6, 55.2, 51.8, 49.5, 35.2. 27.4. 

EXAMPLE ms 

N-{2-(3-(l-azepanyl)propoxy]benzyl}-4-chIoro-N-phenylbenzenesuIfonamide hydrochloride 

Rf = 0.19 (9% methanol/DCM) 'H NMR (300 MHz, CD3OD) S (ppm): 7.68-7.61 (m, 4H), 
7.25-7.16 (m, 4H), 6.97-6.86 (m, 4H), 6.68 (m, IH), 4.89 (s, 2H), 4.18 (t, 2H), 3.69 (m. 2H), 3.50 (t, H). 
2.37 (m, 2H), 2.00 (b, 4H), 1.79 (m. 4H). "C NMR (75 MHz, CD3OD) 5 (ppm): 161.0, 143.0, 142.2, 
140.7, 135.5, 133.4, 133.1, 133.0, 132.5, 131.9, 126.9, 124.0, 114.8, 68.7, 59.3, 58.7, 54.1, 30.2, 28.4, 
25 27.6. 



20 
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EXAMPLE 306 

4-cbloro-N-(2-{3-[(2R,6S)-2,6-dimethylpiperidinyl]propoxy}benzyl)-N-phenylbeiizenesulfonamide 

hydrochloride 



oio- 

5 Rf = 0.23 (9% methanol/DCM) 'H NMR (300 MHz, CD3OD) S (ppm): 7.44 (m. 4H), 7.06-7.99 

(m, 4H), 6.85-6.72 (m, 4H), 6.57 (m, IH), 4.70 (s, 2H), 3.96 (t, 2H), 3.43-3.23 (m, 6H), 2.11-1.51 (ra, 
8H), 1.29 (d, 6H). "C NMR (75 MHz, CD3OD) S (ppm): 158.4, 140.8, 140.3, 138.7, 132.6, 130.9, 
130.7, 130.4, 129.6, 125.2, 122.1. 1 13.1, 66.8, 61.2. 51.1, 24.0, 19.2. ESI calculated for C29H35CIN2O3S 
[MH+] 527; Observed: 527. 

10 EXAMPLES? 

4-chloro-N-{2-[3-(4-oxo-l-piperidinyl)propoxy]beiizyI}-N-phenylbeiizenesulfonamide 

hydrochloride 

Rf = 0.25 (5% methanol/DCM) 'H NMR (300 MHz, CD3OD) 5 (ppm): 1.16-1 M (m, 4H), 
15 7.33-7.18 (m, 5H), 7.06 (dd, 2H), 6.94 (d, IH), 6.84 (t. IH), 4.82 (s, 2H), 3.99 (t, 2H), 2.72 (t, 4H), 2.60 
(m, 2H), 2.39 (t, 4H), 1.87 (m, 2H). ''C NMR (75 MHz, CD3OD) S (ppm): 212.0, 159.4, 141.9, 141.8, 
139.9, 139.2, 131.9, 131.8, 131.7, 131.6,130.7, 126.6, 123.1, 113.8, 68.7, 56.8, 55.9, 52.3,44.0, 30.0. 

EXAMPLE 3n« 

4-chloro-N-phenyl-N-{2-[3-(4-thiomorpholinyI)propoxy]benzyl}benze]iesulfonaiiiide 
20 hydrochloride 

Cri-0-° 

Rf = 0.40 (5% methanol/DCM) 'H NMR (300 MHz, DMSO) d (ppm): 7.40 (dd, 4H). 7.04 - 
6.88 (m, 4H), 6.77 (m, 2H), 6.57 (dt, 3H), 4.51 (s, 2H), 3.63 (t, 2H), 2.35-2.25 (m, lOH), 1.51 (m, 2H). 
"C NMR (75 MHz, CDCI3) S (ppm): 156.9, 139.4, 139.4, 137.5, 130.6, 129.4, 129.2, 129.2, 129.2, 
25 128.2, 124.18, 120.7, 111.3,66.3,56.1,55.4,49.7,28.3,26.6. 
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20 



EXAMPLE .^nQ 

4-chloro-N-{5-chloro-2-{3-(4-hydroxy-l-piperidinyl)propoxy]benzyl}-N- 
phenylbenzenesulfonamide hydrochloride 




5 Rf=0.18 (10:1; DCM:methanol). 'HNMRCCDjOD) 5 (ppm): 7.44-7.37 (m,4H), 7.06-7.03 (m, 

3H), 6.95 (dd, IH), 6.76-6.67 (m, 4H), 4.63 (s, 2H), 3.88 (t, 2H), 3.71 (br, IH), 3.21-3.11 (m, 4H), 2.86 
(br, 2H), 2.08-1.99 (m, 2H), 1.89-1.73 (m,2H), 1.62 (m, 2H). 

EXAMPLE 310 

4-chloro-N-{2-I3-(3-hydroxy-l-piperidinyl)propoxy]benzyl}-N-phenylbenzenesu!lfoiiaiiiide 
10 hydrochloride 

OH 

Rf = 0.23 (9% methanol/DCM) 'H NMR (300 MHz, CD3OD) S (ppm): 7.66-7.59 (m, 4H), 
7.23-7.14 (m, 4H), 7.03-6.87 (m, 4H), 6.72 (t, IH), 4.87 (s, 2H), 4.06 (t, 2H). 3.94 (b, IH), 3.21-3.03 
(m, 6H). 2.18-1.56 (m, 6H). "C NMR (75 MHz, CD3OD) S (ppm): 157.7, 139.8, 139.2, 137.6, 131,9, 
15 130.0, 129.9, 129.8, 129.7, 129.2, 128.5, 124.0, 120.7, 111.7, 66.0, 65.1, 59.6, 55.9, 53.8, 50.4, 31.4, 
25.5, 20.3. 

EXAMPLE 311 

4-chloro-N-(2-{3-[4-(hydroxymethyI)-l-piperidinyl]propoxy}benzyl)-N- 
phenylbenzenesulfonamide hydrochloride 




0 ^—^ 

Rf = 0.20 (9% methanol/DCM) 'H NMR (300 MHz, CD3OD) S (ppm): 7.41-7.34 (m, 4H), 
6.99-6.90 (m, 4H), 6.71-6.63 (m, 4H), 6.43 (m, IH), 4.63 (s, 2H), 3.90 (t, 2H), 3.47-3.24 (m, 6H), 2.82 
(m, 2H), 2.09 (m, 2H), 1.81-1.33 (m, 5H). '^C NMR (75 MHz, CD3OD) S (ppm): 158.6, 140.7, 139.8. 
25 138.3, 133.1, 131.0, 130.7. 130.56, 130.1, 129.4, 124.5, 121.6, 112.4, 66.8, 66.3, 56.2, 54.1,51.6, 37.9, 
27.7, 26.0. 
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EXAMPLE 312 

4-chloro-N-{2-[3-(4-hydroxy-4-methyI-l-piperidinyl)propoxylbenzyl}-N- 
phenylbenzenesulfonamide hydrochloride 

5 Rf = 0.3 (l:10;methanol:DCM) 'H NMR (300 MHz, CDjOD) S (ppm): 7.52-7.45 (m, 4H), 

7.09-7.01 (m, 4H), 6.91-6.73 (m, 4H), 6.53 (m, IH), 4.74 (s, 2H), 4.01 (s, 2H), 3.46-3.22 (m, 6H), 2.19 
(m. 2H), 1.84-1.68 (m, 4H), 1.18 (s, 3H). '^C NMR (75 MHz, CD3OD) S (ppm): 159.4, 141.4, 140.6, 
139.2, 133.9, 131.8, 131.5, 131.5, 131.4, 130.9, 130.3, 125.4, 122.4, 113.3, 67.1, 66.9, 56.7, 52.5, 51.4, 
37.6, 30.7, 26.8. 

10 EXAMPLE 313 

4-chloro-N-{2-[3-(l,l-dioxido-4-thioinorphoUnyl)propoxy]benzyl}-N-phenylbenzenesulfonaiiiide 

hydrochloride 



cc; 



0 



Rf = 0.45 (67% ethyl acetate/hexanes) 'H NMR (300 MHz, DMSO) S (ppm): 7.72-7.60 (m, 
15 4H), 7.30-7.13 (m, 5H), 7.01 (dd, 2H), 6.89 (d, IH), 6.79 (t, IH), 4.77 (s, 2H), 3.92 (t, 2H), 3.09 (m, 
4H). 2.88 (m, 4H), 2.62 (t, 2H), 1.78 (m, 2H)."C NMR (75 MHz, CDCI3) S (ppm): 155.9, 138.3, 
138.1, 136.3, 130.0, 128.4, 128.3, 128.3, 128.2, 128.1, 127.2, 122.8, 119.5, 110.2, 64.7, 52.6, 52.5, 
49.9, 49.1. ESI calculated for C26H29CIN2S2O5 [MH+] 549; Observed: 549. 

EXAMPLE 314 

20 4-chloro-N-(2-{3-(4-hydroxy-4-(trifluoromethyl)-l-piperidinyl]propoxy}benzyl>N- 

phenylbenzenesulfonamide hydrochloride 

Rr= 0.23 (5% methanol/DCM) 'H NMR (300 MHz, CD3OD) S (ppm): 7.4-7.35 (m, 4H), 7.01- 
6.91 (m, 5H), 6.78-6.74 (m, 2H), 6.58-6.52 (m, 2H).4.63 (s, 2H), 3.73 (t. 2H), 2.68 (m, 2H), 2.42 (m, 
25 2H), 2.19 (dt, 2H), 1.79-1.53 (m. 6H). '^C NMR (75 MHz, CD3OD) 6 (ppm): 160.9, 142.9, 141.1, 
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134.5, 133.1, 133.0, 132.90, 132.8, 132.4, 131.6, 127.6, 123.9, 114.9, 73.9, 73.6, 69.9, 58.9, 53.1, 51.5, 
32.9, 30.0. ESI calculated for C28H30CIF3N2O4S [MH+] 583; Observed: 583. 

EXAMPLE 315 

4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(l-pyrrolidinyl)propoxy]benzyl}beiizeiiesulfonaniide 
5 hydrochloride 

Rf= 0.40 (10:l;DCM:methanol). 'H NMR (300 MHz, CD3OD) S (ppm): 7.85-7.74 (m, 4H), 
7.31 (dt, IH), 7.16-6.76 (m, 6H), 4.96 (s, 2H), 4.26 (t, 2H), 3.80 (m, 2H), 3.58 (br m, 4H), 2.48-2.39 
(m,2H), 2.57-2.11 (m,4H). 

10 EXAMPLE 316 

4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(lH-iinidazoI-l-yl)propoxy]-6- 
methoxybeiizyl}beiizenesulfoiiamide hydrochloride 




■XX. 

Rf = 0.5 (93:7; DCM:methanol). 'H NMR (CDCI3) 5 (ppm): 7.77-7.34 (m, 3H), 7.63-7.60 (m, 
15 2H), 7.22-7.19 (m, IH), 7.12 (t, IH), 7.00-6.95 (m, 2H), 6.60-6.54 (m, IH), 6.49-6.46 (m, IH), 6.37- 
6.35 (m, IH), 4.94-4.90 (m, 2H), 4.43 (t, 2H), 3.91 (t, 3H), 3.47 (s, 3H), 2.29 (m, 2H). LC-MS 
Calculated for C26H24CIF2N3O4S: 547. Observed: 548 (MH+). 

EXAMPLE 317 

4-chloro-N-{2-(3-(diethylaniino)propoxy]beiizyl}-N-(2,5-difluorophenyI)benzenesulfonaiiilde ~ 
20 hydrochloride 

Rf= 0.49 (9 % methanol in DCM), 'H NMR (300 MHz, CD3OD) Sippm): 7.71 (d, 2H), 7.62 
(d, 2H), 7.20 (t, IH), 7.02-6.98 (m, 2H), 6.90 (d, IH), 6.88 (d, IH), 6.76 (m, IH), 6.69 (t, IH), 4.84 (s, 
2H), 4.16 (t, 2H), 3.64-3.61 (m, 2H), 3.37-3.31 (m, 4H), 2.34-2.31 (m, 2H), 1.38 (t, 6H). 
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EXAMPLE 318 

4-chloro-N-(2,5-difluorophenyI)-N-{2-(3-(13-dioxo-13-dihydro-2H-isoindol-2- 
yl)propoxy]ben2yl}benzenesulfonaniide 




5 Rf = 0.33 (2: 1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S (ppm): 7.85-7.26 (m, 2H), 

7.74-7.67 (m, 4H), 7.48 (d, 2H), 7.31 (d, IH), 7.17 (t, IH), 6.94-6.83 (m, 4H), 6.70 (d, IH), 4.82 (s, 
IH), 3.86-3.81 (m, 4H), 2.10-2.01 (m, 2H). 

4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(2,5-dioxo-l- 
1 0 pyrrolidinyl)propoxy]beiizyl}benzenesaIfonamide 

Rf = 0.73 (5% methanol in CH2CI2) 'H NMR (300MHz CDCI3) «y(ppm): 7.70-7.67 (d, 2H), 
7.49-7.46 (d, 2H), 7.31-7.15 (m, 2H), 6.94-6.83 (4H), 6.72-6.69 (d, IH), 4.89-4.82 (br, 2H), 3.83-3.79 
(t, 2H), 3.68-3.63 (t, 2H), 2.77-2.64 (br, 4H), 2.05-1.92 (m, 2H), LC-MS calculated for 
15 C26H23CIF2N2OSS [MH*] 549; Observed: 549. 

EXAMPLE 320 
4-chloro-N-(2,5-diffluorophenyl)-N-{2-I3-(2,6-dioxo-l- 
piperidinyl)propoxy]beiizyl}benzenesulfonamide 




20 Rf = 0.43 (1 : 1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S (ppm): 7.68 (d, 2H), 7.48 

(d, 2H), 7.36 (d, IH), 7.17 (m, IH), 6.94-6.85 (m, 4H). 6.69 (d, IH), 4.85 (s, 2H), 3.86 (t, 2H), 3.77 (t, 
2H), 2.65 (t, 4H), 1.98-1.82 (m, 4H). MS calculated for C27H25CIF2N2O5S. [MH*] 563; Observed: 563. 
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EXAMPLE 321 
4-chioro-N-(2,5-difluorophenyl)-N-(l-{2-[3-(lH-iinidazoH- 
yl)propoxy]phenyl}ethyI)benzenesulfonamide hydrochloride 

The general synthetic scheme set forth in SCHEME 321 can also be used for the preparation of 
5 numerous compounds according to the invention. 
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To a solution of 2'-hydroxy acetophenone (3.0 g, 22 mmol) under Ar, in anhydrous THF (100 
mL) was added triphenylphosphine (8.7 g, mm mmol), 3-bromopropanol (3.8 g, 27 mmol) and DEAD 
(5.2 mL, 33 mmol). The reaction mixture was stirred at room temperature for 14 h, concentrated under 
reduced pressure and the product isolated by Si02 chromatography (hexanes/ethyl acetate 7:1) to give 
5 4.0 g of product (yield: 71%). *H NMR (300 MHz, CD3OD) 5 (ppm): 7.72 (dd, IH), 7.46 (dt, IH), 
7.02-6.95 (m, 2H), 4.22 (t, 2H), 3.61 (t, 2H), 2.60 (s, 3H), 2.38, (p, 2H). 

A solution of 2'(3-bromopropyloxy) acetophenone (3.2 g, 12.5 mmol) in methanol (50 mL ) 
was cooled to 0 'C under Ar atmosphere. Solid NaBR, (0.475 g, 12.5 mmol) was added in one portion 
10 and the reaction mixture was stirred at 0° C for 1 h, diluted with 100 mL of water and the product 
extracted with 3 x 50 mL of ethyl acetate. The combined organic phase was washed with 100 mL of 
water, dried with anhydrous MgS04, filtered and concentrated under reduced pressure to give 3.1 g of 
product (y: 97%).'H NMR (300 MHz, CD3OD) 5 (ppm): 7.38 (dd, IH), 7.23 (dt, IH), 6.98 (t, IH). 
6.89 (d, IH), 5.13 (q, IH), 4.17 (t, 2H), 3.61 (t, 2H), 2.36 (p, 2H), 1.50 (d, 3H). 

Synthesis of i?r Alcohol 

To a stirred solution of commercially available (Strem)(R)- methyl oxazaborolidine (1.27 M 

solution in toluene, 3.9 mL, 4.95 mmol) at room temperature under Ar was added a solution BHj.MciS 
(10.5 M, 5.63 mL, 59.1 mmol) over a period of 10 min. The reaction mixture was left stirred at room 
temperature for 10 min after which time cooled to -20°C. To this cooled solution was added a solution 
of the ketone (25 33 g, 98.5 mmol) in dry DCM (1 1 mL) via syringe pump over a period of 4 h. The 
reaction mixture was left stirred for another 2 h at -20 and carefully quenched with pre cooled 
methanol. The solvent was removed by concentrating under reduced pressure to yield the crude product 
which was subsequently purified by Si02 chromatography(ethyl acetate:hexanes, 1:10) to yield the 
chiral product as a colorless oil (24 g, 94%, >98% ee by chiral HPLC). The stereochemistry is 
assigned 5, based on the literature precedents. *H NMR (300 MHz, CD3OD) 5 (ppm): 7.72 (dd, IH), 
7.46 (dt, IH), 7.02-6.95 (m, 2H), 4.22 (t, 2H), 3.61 (t, 2H), 2.60 (s, 3H), 2.38, (p, 2H). 

The procedure was repeated with (S)-methyl oxazaborolidine solution to yield the 
corresponding (/lf)-alcohol. 

To a stirred solution of the racemic alcohol (0.5 g, 1.9 mmol) in dry THF (10 mL) under Ar 
30 was added triphenylphosphine (0.75g, 2.85 mmol) followed by the sulfonamide (0.91g, 2.85 mmol). 
The reaction mixture was cooled to 0 'C in an ice bath and DEAD (0.45 mL, 2.85 mmol) was added 
over period of 5 min. The reaction mixture was left to stir at room temperature for 15h then 
concentrated under reduced pressure to give the crude product mixture which was subsequently purified 
by chromatography over Si02 (10:1 hexanes/ethyl acetate) to give 465 mg (y: 63%) to a fford a pale 
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yellow oil. 'H NMR (500 MHz CDCI3) ^ppm): 7.62-7.61(m, 2H), 7.39-7.36 (m, 2H), 7.20 (t, IH). 
6.93 (br, IH). 6.86 (d overlaps br, 3H), 6.77 (br d, IH), 6.68 (t, IH), 6.08 (br, IH), 4.19-4.09 (m, 2H), 
3.77 (br, 2H), 2.47-2.35 (m, 2H), 1.56 (overlapping d, 3H). 

The R and 5 alcohols were similarly converted to the S md R bromoalkyl sulfonamide 
derivative respectively. 

The racemic bromo alkyl sulfonamide derivative (115 mg, 0.21 mmol) was dissolved in dry piperidine 
(2 mL) under Ar and stirred at room temperature for Ih. The reaction mixture was concentrated under 
reduced pressure, re-dissolved in 20 mL of ethyl acetate, washed with saturated bicarbonate solution 
(2x 10 mL of), water (2x10 mL), dried with MgS04, filtered and concentrated under reduce pressure 
to give 110 mg of product as colorless oil (free base). The free base was converted to the HCl salt as 
described before, passed through a short plug of SiOz (10% methanol in DCM) to yield 85 mg of 
product as white solid, (y: 70%) 'H NMR (500 MHz CDCI3) 5 (ppm): 7.68-7.54 (m, 4H), 7.23, 7.01, 
6.81, 6.67 (br, 6H), 6.25 (q overlaps br, 2H), 4.32-4.21(m, 2H), 3.70-3.60 (m, 4H), 3.10-3.56 (br, 2H), 
2.43-2.40 (m, 2H), 2.01-1.75 (m, 5H), 1.55-1.51 (m, 4H). ESI calculated for CjgHjiClFiNaOjS [MH+] 
549; Observed: 549. The R and S bromoalkylsulfonamides were similarly converted to give 
enantiomerically enriched products. 

To a stirred solution of imidazole (82 mg, 1.2 mmol) in anhydrous THF(5.0 mL) was added 
2.0 M n-BuLi Solution in hexanes ( 600 ^L 1.2 mmol). The reaction mixture was stirred at room 
temperature for 30 min, and a solution of bromoallqrl sulfonamide derivative (220 mg, 0.34 mmol in 5 
mL of THF) was added. The reaction mixture was stirred at room temperature for 6 h, then quenched 
with saturated bicarbonate solution, extracted with ethyl acetate (2 x 25 mL), the combined organic 
layer were washed with water (2 x 20 mL), dried with MgS04, filtered and concentrated to give 200 mg 
of crude product which was purified by SiOi chromatography (5% methanol in DCM) to yield 188 mg 
of product. Rf = 0.62 (9:1 DCM/methanol). 'H NMR (CDCI3. 300 MHz) S (ppm): 7.63-6.65 (m, 14H). 
6.25-6.23 (m, IH), 4.52-4.32 (m, 2H), 4.08-3.88 (m, 2H), 2.44-2.27 9m, 2H), 1.25-1.21 (overlapping d. 
3H). "C NMR (75 MHz) (partial list of resolved lines) 5 (ppm): 159.0, 155.81 139.3, 130.1, 137.4, 
129.7. 129.4, 128.9, 119.1, 117.6 (d), 117.4 (d), 110.9, 64.1, 52.7, 43.6, 30.9, 18.4.LC-MS calculated 
forC26H24ClF2N30}S: 532; Observed: 532. 



The compounds described in Examples 322-331 were prepared according to the scheme 
described in the previous example. 
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EXAMPLE 322 
4-chIoro-N-(2,5-dinuorophenyl)-N-(l-{2-[3-(l- 
piperidinyl)propoxy]phenyl}propyl)beiizenesulfoDainide hydrochloride 



xx: 



5 Rf= 0.38 (10 % methanol in DCM), 'H NMR (300 MHz, CD3OD) <5(ppm): (t, 4H), 7.26-7.03 

(m, 3H), 6.81 (br, IH), 6.67-6.55 (m, 2H), 6.13-6.04 (m, 2H), 4.32-4.22 (m, 2H), 3.68-3.35 (m, 4H), 
3.06 (br, 2H), 2.39-2.38 (m, 2H), 1.99-1.55 (m, 8H), 0.80 (d, 3H). MS calculated for CzsHjjClFzNaOjS, 
[MIT] 563: Observed: 563. 

EXAMPLE 3?3 

10 4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[3-(lH-iiiiidazol-l- 

yl)propoxy]phenyl}ethyl)benzenesulfonaoiide hydrochloride 



Rf= 0.46 (10 % methanol in DCM), 'H NMR (300 MHz, CDCI3) ^(ppm): 8.21 (s, IH), 7.73- 
7.42 (m, 6H), 7.20-6.68 (m, 7H), 6.25 (m, IH), 4.64 (m, 2H), 4.10 (br, 2H), 2.44 (m, 2H), 1.55 (br. 
15 3H).LC-MS calculated for C26H24CIF2N3OJS, [MH*] 532; Observed: 532. 

EXAMPLE 324 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[3-(lH-tetraa2ol-l- 
yl)propoxy]phenyI}ethyl)benzenesuIfonamide 

or-- 



20 Rf = 0.57 (19: 1; DCM:methanol). 'H NMR (CDCI3) 5 (ppm): 8.98 (s, IH), 7.67-7.62 (m, 2H), 

7.48-7.42 (m, 2H), 7.21-7.19 (m, IH), 6.95-6.52(m, 5.5H), 6.35-6.28 (m, 1.5H), 5.29-5.06 (m, IH), 
4.95-4.87 (m, IH), 4.17-3.95 (m, IH), 2.68-2.50- (m, 2H), 1.54-1.46 (br, 3H). LC-MS calculated for 
C24H22CIF2NSO3S: 534. Observed: 536 (MNa+). 



wo 00/50391 



179 



PCT/USOO/04560 



EXAMPLE 325 

4-chloro-N-(5-chloro-2-nuorophenyl)-N-((lR)-l-{2-(3-(lH-iinidazoH- 
yl)propoxy]phenyl}ethyl)benzenesulfonainide hydrochloride 



Rf= 0.15 (5 % methanol in DCM). 'H NMR (300 MHz, CD3OD) <y(ppm): 7.81-6.59 (m, 14H), 
6.20 (s, IH), 4.54-4.29 (m, 2H), 4.08-3.90 (m. 2H). 2.39-2.14 (m, 2H). 1.63 (br, 3H)). LC-MS 
calculated for C26H24CI2FN3O3S, [MH*] 548; Observed: 548. 



Rf= 0.72 (10 % methanol in DCM), 'H NMR (300 MHz, CD3OD) (^(ppm): 7.64 (d, 2H). 7.53 
(d, 2H), 7.41-6.66 (m, lOH). 6.14 (m, IH), 4.32 (m, 2H), 3.94 (m, 2H). 2.30 (m, 2H), 1.63-1.49 (dd, 
3H). LC-MS calculated for C26H24CI3N3O3S, [MH*] 564; Observed: 564. 

EXAMPLE 327 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[3-(4-methyl-lH-pyrazoH- 
yl)propoxy]phenyl}ethyl)benzenesulfonainide 



Rf = 0.32 (19:1 DCM:methanol). 'H NMR (CDCI3) 5 (ppm): 7.65-7.62 (d, 2H). 7.53(s, 0.5H), 
7.47(s, 0.5H), 7.40-7.38 (d, 2H), 7.21-7.16 (t, IH), 6.92-6.67 (m, 5.5H), 6.28-6.23(m, 1.5H). 4.42-4.25 
(m, 2H). 4.07-3.89 (m, 2H). 2.45-2.27 (m. 2H). 2.24 (s, 1.5H). 2.22(s, 1.5H), 1.53 (d, 3H), LC-MS 
calculated for C27H26CIF2N3O3S: 546. Observed: 546.2. 



EXAMPLE 326 

4-chIoro-N-(2,5-dichlorophenyl)-N-((lR)-l-{2-(3-(lH-imidazol-l- 
yl)propoxy]phenyl}ethyl)benzenesuIfonainide hydrochloride 
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EXAMPLE 328 
4-chloro-N-(2,5-difluorophenyI)-N-(l-{2-I3-(lH-l,2,3-triazol-l- 
yI)propoxy] phenyl} ethyi)beiizenesulfonami de 




Rf= 0.32 (3:1; hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.66-7.61 (m, 4H), 7.39-7.35 
(m, 2H), 7.19-7.10 (m, IH), 6.92-6.65 (5.5H), 6.15-6.11 (m, 1.5H), 4.89-4.81 (m, 2H), 4.10-4.02 (m, 
IH), 3.95-3.87(m, IH), 2.58-2.47 (m, 2H), 1.57 (d, 3H). LC-MS calculated for C25H23CIF2N4O3S: 533. 
Observed: 230 (M*- 303). 

E3<;AMPLE329 

4-chloro-N-(2,5-difluoropheiiyl)-N-((lR)-l-{2-[3-(2-metliyl-lH-imidazol-l- 
yl)propoxy] phenyl} ethyObenzenesulfonamide hydrochloride 



Rf= 0.31 (19:1; DCM:methanol), 'H NMR (CD3OD) 5 (ppm): 7.42-7.01 (m, 6H), 6.79-6.44 (m, 
5.5H), 6.07-6.00 (m, 1.5H), 4.43-4.34 (m, 2H), 4.08-3.95 (m, 2H), 2.50 (s, 3H), 2.35-2.24(m, 2H), 1.30 
(m. 3H). LC-MS calculated for C27H26CIF2N3O3S: 546. Observed: 546 (M*). 



Rf= 0.28 (19:1; DCM:methanol). 'H NMR (CD3OD) 5 (ppm): 9.43 (s, IH), 8.66 (s, IH). 7.68- 
7.54 (m. 4H), 7.19-6.66 (m, 5.5H), 6.25-6.18 (m, 1.5H), 4.85-4.76 (m, 2H), 4.14-4.09 (m, 2H), 2.59- 
02.54 (m, 2H), 1.54 (br, 3H). LC-MS calculated for C25H23CIF2N4O3S: 532. Observed: 532 (M*)- 




EXAMPLE 330 
4-chloro-N-(2,5-difluorophenyl)-N-(l-{2-[3-(4H-U,4-triazoM- 
yl)propoxy] phenyl} ethyObenzenesulfonamide hydrochloride 
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EXAMPLE 331 

4-chloro-N-(2,5-dinuorophenyl)-N-((lR)-l-{2-(3-(2H-tetraazoI-2- 
yl)propoxylphenyl}ethyl)benzenesulfonainide 




Rr= 0.25 (4:1; hexanes:ethyl acetate). 'H NMR (CDClj) 5 (ppm): 8.89 (s, IH), 7.67-7.61 (d. 
2H). 7.41-7.33 (d, 2H), 7.13-7.10 (m. IH), 6.93-6.66 (m, 6H), 6.23-6.21 (m, IH), 5.23-5.09 (m, 2H), 
4.19-4.09(m, IH), 4.00-3.93 (m, IH), 2.66-2.56 (m, 2H), 1.56 (d, 3H). LC-MS calculated for 
C24H22C1F2N$03S: 533; observed 566 (MNa*). 

EXAMPLE 332 

4-chloro-N-[5-chioro-2-(hydroxymethyl)phenyl]-N-((lR)-l-{2-[3-(lH-iiiiidazol-l- 
yl)propoxy]phenyl}ethyl)beiizenesulfonaiiiide 




OH 



Rf= 0.33 (19:1; DCM:methanol). 'H NMR (CDCI3) 5 (ppm): 7.66-7.63 (m, 3H), 7.58-7.50 (m, 
2H), 7.39 (m, 2H), 7.18 (m, IH), 7.08 (m, 2H), 6.84 (d, IH), 6.64 (t, IH), 6.58 (s, IH), 6.43-6.34 (tn. 
2H), 4.51-4.41 (m. 2H), 4.15-3.91 (m, 3H), 3.53(d, IH), 2.42 (m. 2H). 1.88 (m, IH), 1.42 (d, 3H). LC- 
MS calculated for C27H27CI2NJO4S: 565; Observed: 565 (M*). 

EXAMPLE 333 

4-chloro-N-(2,5-difluorophenyl)-N-[l-(2-hydroxyphenyl)ethyllbenzenesuIfonamide 




Rf= 0.30 (6:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.82-7.79 (m, 2H), 7.60- 
7.50(m, 2H), 7.33-6.91(m, 6.5H), 6.33-6.19 (m, 0.5H), 5.30 (q, IH), 1.36-1.25 (br, 3H). LC-MS 
calculated for C2oH,6ClF2N03S: 423. Observed 446 (MNa*). 
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EXAMPLE 334 

4-chloro-N-(2,5-difluorophenyl)-N-[(lR)-l-(2-methoxyphenyl)ethyl]beiizenesulfonaniide 

Rf= 0.32 (15:1 hexanes: ethyl acetate). 'H NMR (CDClj) 5 (ppm): 7.66-7.63 (m, 2H0, 7.39- 
7.37 (m, 2H). 7.18-7.15 (m, IH), 6.96-6.66 (m, 5.5H), 5.81 (br, 1.5H), 1.67 (s, 1.5H). 1.57 (s, 1.5H). 

EXAMPLE 33S 
4-chloro-N-(2,5-dlfluoroplienyl)-N-((lR)-l-{2-[3-(2,5-dioxo-l- 
pyrrolidinyl)propoxy]plienyl}ethyl)beiizenesulfonaiiiide 




Rf= 0.46 (3:1; hexanes:ethyl acetate). 'H NMR CDCI3) 5 : 7.65-7.63 (d, 2H), 7.39-7.36 (d, 2H), 
7.20-7.14 (m, IH), 6.95-6.37 (m, 6H), 6.05 (m, IH), 4.06-3.74 (m, 4H), 2.73 (s, 4H), 2.20-2.12(p, 2H), 
1.56(d, 3H), LC-MS calculated forCzTHzsClFzNjOsS: 563.01 . Observed 260 (M"-303). 

EXA M PLE 336 
4-chloro-N-(4-fluoropbenyI)-N-((lR>l-{2-[3-(lH-iinidazol-l- 
yl)propoxy]phenyl}ethyl)benzenesulfonamide hydrochloride 




Rf.0.34 (5 % methanol in DCM), 'H NMR (300 MHz, CD3OD) <J(ppm) : 7.60 (s, IH). 7.51 (d, 
2H), 7.35 (d, 2H), 7.08-6.94 (m, 2H), 6.89-6.76 (m, 3H), 6.54-6.46 (m, 2H), 6.35 (d, IH), 6.24 (dt, IH), 
6.12 (q, IH), 4.44-4.24 (m, 2H), 4.03-3.97 (m. IH), 3.86-3.79 (m. IH), 2.39-2.16 (m, 2H), 1.43 (d, 3H). 
LC-MS calculated for CieHzsClFNsOsS, [MH*] 5 14; Observed: 514. 



wo 00/50391 



183 



PCT/USOO/04560 



EXAMPLE 337 

4-chloro-N-(2,4-difluorophenyl)-N-((lR)-l-{2-[3-(lH-iinidazoH- 
yl)propoxy]phenyI}ethyl)benzenesulfonaniide hydrochloride 




Rr= 0.43 (5% methanol in CH2CI2) 'H NMR (300MHz CD3OD) <5(ppm): 7.88 (s, IH), 7.72- 
7.69 (m, 2H), 7.51-7.48 (m, 2H), 7.40-7.27 (m, 2H), 7.17-7.11 (m, IH), 7.04 (br, IH), 7.00-6.94 (m, 
IH), 6.84-6.49 (m, 4H)., 6.28-6.21 (q, IH), 4.56-4.37 (m, 2H), 4.01-3.89 (m, 2H), 2.36-2.27 (m, 2H), 
1.46-1.43 (m, 3H). LC-MS calculated for C26H24CIF2N3O3S [MH+] 532; Observed: 532. 



4-chloro-N-(3-fluorophenyl>-N-((lR)-l-{2-[3-(lH-imidazol-l- 
yl)propoxy]phenyl}ethyl)benzenesulfonainide hydrochloride 




Rf= 0.29 (5% methanol in CHjCU) 'H NMR (300MHz CD3OD) <y(ppm): 7.80 (s, IH), 7.70- 
7.65 (m, 2H), 7.56-7.52 (m, 2H), 7.27 (s, IH), 7.24-7.17 (m, IH), 7.01-6.85 (m, 4H), 6.71-6.66 (m, 4H), 
6.36-6.29 (q, IH), 4.64-4.43 (m, 2H), 4.21-4.14 (m, IH), 4.05-3.98 (m, IH), 2.58-2.30 (m, 2H), 1.68- 
1.51 (m 3H). LC-MS calculated for C26H25CIFN3O3S [MH*] 514; Observed: 514. 



E XAMPLE 339 
4-chloro-N-(2-nuorophenyl)-N-((lR)-l-{2-(3-(lH-iinidazoH- 
yl)propoxy]phenyl}ethyI)benzenesulfonamide hydrochloride 
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Rf= 0.33 (5% methanol in CH2CI2) 'H NMR (300MHz CD3OD) <J> (ppm): 7.68-6.47 (m, 15H), 
6.27-6.08 (q, IH), 4.43-4.27 (m, 2H), 3.88 (br, 2H), 2.27-2.14 (m, 2H), 1.41 (br. 3H). LC-MS 
calculated for C26H25CIFN3O3S [MH+] 514; Observed: 514. 



EXAMPLE 340 

5 4-chloro-N-(2,6-difluorophenyl)-N-((lR)-l-{2-[3-(lH-iinidazol-l- 

yI)propoxy]phenyl}ethyl)beiizenesulfonaiiiide hydrochloride 




Rf= 0.35 (5% methanol in CHjCU) 'H NMR (300MHz CD3OD) S(j>pm): 7.54-7.25 (m, 6H). 
7.08-6.34 (m, 8H), 6.13-5.97 (q, IH), 4.36-4.23 (m, 2H). 3.97-3.78 (br. 2H), 2.20-2.10 (br, 2H), 1.35- 
10 1 .25 (m, 3H). LC-MS calculated for C26H24CIF2N3O3S [MH+] 532; Observed: 532. 



EXAMPLE 341 

S-{3-[2-({[(4-chlorophenyl)suIfonyl]aniUno}inethyl)phenoxy]propyl} ethanethioate 

To a stirred solution of N-2-(3-bromopropyloxy)benzyl 4-chlorobenzenesulfanilide (200 mg, 
15 0.4 mmol) in DMF (5 mL) was added the potassium salt of thio acetic acid (92 mg, 0.81 mmol). The 
reaction mixture was then warmed to 60 °C. After 3 h, the reaction mixture was cooled to room 
temperature, diluted with ethyl acetate (25 mL), washed with saturated bicarbonate solution (3x 10 mL) 
and saturated brine (2x 10 mL), dried with MgS04, filtered and concentrated under reduced pressure to 
isolate a colorless oil which was purified by Si02 chromatography (7:1, hexanes:ethyl acetate) to 
20 afforded the desired product (130 mg, y: 63%). Rf = 0.25 (20% ethyl acetate/hexanes) NMR (300 
MHz, CDCI3) ^(ppm): 7.60-7.56 (m, 2H), 7.46-7.42 (m, 2H), 7.36 (dd, IH), 7.23-7.7.12 (dd, 2H), 6.85 
(t, IH), 6,70 (d, IH), 4.82 (s, 2H), 3.85 (t, 2H), 2.95 (t, 2H), 2.33 (s, 3H), 1.92 (q, 2H), NMR (75 
MHz, CDCI3) ^(ppm): 196.0, 156.7, 139.6, 139.4, 137.5, 130.7, 129.5, 129.3, 129.3, 128.3, 124.5, 
1 2 1 .0, 1 1 1 .3 , 66.4, 49. 8, 3 1 . 1 , 29.6, 26.2 . 
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EXAMPLE 342 



4-chloro-N-phenyl-N-[2-(3-suIfanylpropoxy)benzyl]beiizenesulfonainide 




A stirred solution of thio acetate analog prepared above (100 mg, 0.2 mmol) at in ethanol (5 
mL) was vigorously degassed for 0.5 h, then a solution of degassed 1.0 N NaOH (0.4 mL, 0.4 mmol) 
was added. The reaction mixture was allowed stir at 0 "^C for Ih warmed to room temperature stirred at 
room temperature for Ih, then diluted with degassed ethyl acetate(20 mL), washed with saturated 
bicarbonate solution (3x 10 mL), 10% aqueous HCl (3x 10 mL), dried with MgS04, filtered and 
concentrated under reduced pressure to isolate a white solid. The crude material was purified by 
chromatography on Si02 (4:1 hexanes:ethyl acetate) to give 40 mg of product (y: 44%). Rf = 0.25 (20% 
ethyl acetate/hexanes) *H NMR (300 MHz, CDCI3) 5 (ppm): 7.58-7.56 (m, 2H), 7.47-7.54 (m, 2H), 
7.34-7.14 (m, 5H), 6.99 (m, 2H), 6.87-6.73 (dt, 2H), 4.78 (s, 2H), 3.92 (t, 2H), 2.63 (q, 2H), 1.96 (q, 
2H), 1.35 (t, IH). NMR (75 MHz, CDCI3) 5 (ppm): 159.1, 141.9, 141.8, 139.9, 133.1, 131.8, 131.8, 
131.7, 131.6, 130.6, 126.7, 123.2, 113.7, 68.2, 52.2, 35.8, 24.0. 

The following compounds were prepared according to the scheme described in the previous 
example. 



Rf= 0.54 (4:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm): 7.63 (d, 2H), 7.54- 
7.50 (m, 5H), 7.33-7.26 (m, 6H), 7.18 (t, 5H), 6.97 (m, IH), 6.87-6.79 (m, 2H), 4,70 (s, 2H), 3.94 (t, 
2H), 3.08 (t, 2H), 1.90-1.86 (m, 2H). 



4-chloro-N-(2,5-difluorophenyI)-N-{2-[3-(phenylsulfanyl)propoxylbenzyl}benzenesulfonainide 



EXAMPLE 343 



N-(2,5-difluorophenyl)-4-(phenylsulfanyl)-N-{2-[3- 
(phenylsuifanyl)propoxy]benzyl}beiizenesulfonamide 




EXAM P LE 344 
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Rf= 0.45 (6:1 hexanes:ethyl acetate), 'H NMR (300 MHz, DMSO) <5(ppm): 7.72 (q, 4H), 7.34- 
7.18 (m, 8H), 7.00-6.98 (m, 2H), 6.89-6.80 (m, 2H), 4.73 (s, 2H), 3.95 (t, 2H), 3.09 (t, 2H), 1.91-1.87 
(m.2H). 

EXAMPLE 345 

5 4-chloro-N-(2,5-difluorophenyl)-N-{2-|3-(phenylsuIfonyl)propoxy]benzyI}benzenesulfonainlde 

Rf= 0.40 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) <5(ppm): 7.96 (d, 2H), 7.68- 
7.54 (m, 5H), 7.47 (d, 2H), 7.19-7.10 (m, 2H), 6.93-6.68 (m, 5H), 4.77 (s, 2H), 3.97 (t, 2H), 3.38 (t. 
2H). 2.24-2.15 (m,2H). 

10 EXAMPLE 346 

4-chloro-N-{2-[3-(cyclohexylsuIfanyl)propoxy]beiizyl}-N-(2,5-difluorophenyl)benzenesulfonainide 

Rf= 0.26 (5% methanol in DCM), 'H NMR (300 MHz, CDCI3) Sippm): 7.66 (d, 2H), 7.47 (m, 
2H), 7.28-7.15 (m, IH), 7.00 (d, IH), 6.90 (m, 2H), 6.75 (m, 3H), 4.81 (s, 2H), 3.92 (m, 2H), 2.66 (m, 
1 5 3H), 1 .94 (m, 4H). 1 .75 (m, 2H), 1 .60 (m, 2H), 1 .28 (m, 4H). 

EXAMPLE 347 

4-chloro-N-{2-[3-(cyclohexylsuIfonyl)propoxy]benzyl}-N-(2,5-difluorophenyl)beiizenesuIfonainide 

Qc;— Vo 

Rf = 0.29 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S(pipm) • 7.65 (d. 2H), 7.48 
20 (d, 2H), 7.18 (t, IH), 7.80 (d, 2H), 6.90 (m, 2H), 6.76 (m, 3H), 4.78 (s, 2H), 4.10 (t, 2H), 3.29 (t, 2H), 
2.94 (m, IH), 2.35 (m, 2H), 2.22 (d, 2H), 1.90 (m, 2H), 1.72-1.19 (m, 6H). MS calculated for 
C28H30CIF2NO5S2, [MNa^] 620; Observed: 620. 



wo 00/50391 



PCT/USOO/04560 



EXAMPLE 348 

4-chloro-N-{2-[3-(cyclohexylsulfinyl)propoxy]beiizyl}-N-(2,5-difluorophenyl)beiizenesulfonamide 




Rf= 0.32 (1:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDClj) S{ppm): 7.64 (d, 2H), 7.47 
5 (d, 2H), 7.19 (t, IH), 7.08 (d, 2H), 6.92-6.87 (m. 2H), 6.80-6.76 (m, 3H), 4.79 (s, 2H), 4.16-3.98 (m, 
2H), 3.12-3.03 (m. IH), 2.87-2.78 (m, IH), 2.67-2.60 (m, IH), 2.34 (m, 2H), 2.14 (d, IH), 1.95-1.69 
(m, 3H), 1.57-1.24 (m, 6H). MS calculated for C28H30CIF2NO4S2, [MH+] 582; Observed: 582. 

EXAMPLE 349 
4-chloro-N-(2,5-dinuorophenyl)-N-(2-{3-[(4- 
1 0 methoxyphenyl)sulfanyl]propoxy}beiizyl)benzenesulfonaiiiide 




Rf= 0.44 (6:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm): 7.67-7.64 (m, 2H), 
7.48-7.44 (m, 2H), 7.35-7.32 (m, 2H), 7.31-7.15 (m, 3H), 6.91-6.70 (m, 8H), 4.77 (m, 2H), 3.94-3.86 
(m, 2H), 3.77 (m, 3H), 2.97-2.92 (m, 2H), 1.97-1.88 (m, 2H). MS calculated for C29H26CIF2NO4S2, 
15 [MNa*] 612; Observed: 612. 

EXAMPLE 350 
4-chloro-N-(2,5-difluorophenyl)-N-(2-{3-I(4- 
methoxyphenyl)sulfonyl]propoxy}beiizyl)benzenesulfonamide 

20 Rf = 0.42 (2: 1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S (ppm): 7.87 (d, 2H), 7.63 

(d, 2H), 7.47 (d, 2H), 7.26-7.11 (m, 2H), 7.00 (d, 2H), 6.91-6.75 (m, 4H), 6.69 (d, IH), 4.74 (s, 2H), 
3.96 (t, 2H), 3.86 (s, 3H), 3.36-3.31 (m, 2H), 2.22-2.13 (m, 2H). MS calculated for C29H26CIF2NO6S2. 
[MNa*] 644; Observed: 644. 
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4-chloro-N-(2,5-difluorophenyl)-N-(2-{3-[(4- 
nitrophenyl)sulfanyl]propoxy}benzyl)benzenesulfonamide 

Rf= 0.40 (6:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCU) S(pipm): 8.12-8.09 (m, 2H), 
7.67-7.63 (m, 2H), 7.49-7.45 (m, 2H), 7.41-7.37 (m, 2H), 7.22-7.16 (m, IH), 7.12-7.09 (m, IH), 6.91- 
6.74 (m, 5H), 4.82 (s. 2H), 4.05 (t, 2H), 3.32 (t, 2H), 2.19 (m, 2H). 

EXAMPLE 352 
4-chioro-N-(2,5-difluorophenyI)-N-(2-{3-[(4- 
methoxyphenyl)sulfinyl]propoxy}benzyl)benzenesulfonaiiiide 

Rf= 0.23 (1:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm): 7.66-7.54 (m, 4H), 
7.49 (d, 2H), 7.20-7.11 (m, 2H), 7.03 (d, 2H), 6.94-6.76 (m, 4H), 6.71 (d, IH), 4.76 (s, 2H), 4.05-3.84 
(m, 5H), 3.15-2.90 (m, 2H), 2.26-2.00 (m. 2H). MS calculated for C29H26CIF2NO5S2, [MNa*] 628; 
Observed: 628. 

EXAMPLE 353 
4-chloro-N-(2,5-dinuorophenyl)-N-(2-{3-[(4- 
nitrophenyl)sulfonyl]propoxy}benzyl)beiizenesulfonaiiiide 

Rf= 0.56 (2:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm) :8.40 (d, 2H), 8.25 
(d, 2H), 7.59 (d, 2H), 7.48 (d, 2H), 7.19-7.14 (t, IH), 6.89-6.82 (m, 3H), 6.75-6.64 (m, 3H), 4.73 (s, 
2H), 4.1 (t, 2H), 3.65 (m, 2H), 2.38-2.33 (m, 2H). 
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EXAMPLE 354 
4-chloro-N-(2,5-dinuorophenyl)-N-(2-{3-[(4- 
nitrophenyl)sulfinyl]propoxy}benzyl)benzenesulfonainide 



Rf = 0.53 (1:1 hexanesrethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm): 8.36 (d, 2H), 7.93 
(d, 2H), 7.64 (d, 2H), 7.50 (d. 2H), 7.17 (m, IH), 6.91-6.80 (m, 3H), 6.74-6.65 (m, 3H), 4.76 (s, 2H). 
4.19-4.02 (m, 2H), .356-3.47 (m, IH), 3.23-3.14 (m, IH), 2.47-2.41 (m, IHO, 2.17-2.13 (m, IH). 

EXAMPLE 355 

4-cMoro-N-{2-(2-(cyclohexylsuIfinyl)ethoxy]beiizyl}-N-(2,5-difluorophenyl)beiizenesulfonaniide 

Rf= 0.35 (1:2 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm): 7.65 (d, 2H), 7.47 
(d, 2H), 7.22-7.1 1 (m, 2H), 6.94-6.80 (m, 5H), 4.84 (d, IH), 4.70 (d, IH), 4.47-4.27 (m, 2H), 3.19-3.10 
(m, IH), 2.94 (dt, IH), 2.65 (tt, IH), 2.14 (d, IH), 2.04-1.88 (m, 3H). 1.73 (m, IH), 1.59-1.25 (m, 4H). 

EXAMPLE 356 

4-chloro-N-{2-[2-(cyclohexyisulfonyl)ethoxy]beiizyl}-N-(2^difluorophenyI)beiizenesulfonainide 

Rf= 0.30 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) Sippxn): 7.65 (d, 2H), 7.47 
(d, 2H), 7.26-7.18 (m, 2H), 6.97-6.81 (m, 5H), 4.78 (s, 2H), 4.35 (t, 2H), 3.38 (t, 2H), 2.92 (tr. IH), 
2.20 (d, 2H), 2.05 (m, 2H), 1.74-1.55 (m, 3H), 1.334-1.20 (m, 3H). 
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EXAMPLE 357 

4-chloro-N-{2-[2-(cyclohexylsulfanyl)ethoxy]benzyl}-N-(2,5-difluorophenyl)benzenesttlfonainide 




5 Rf= 0.30 (15:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) <J(ppm): 7.67 (d, 2H), 7.56 

(d. 2H). 7.34 (d. IH). 7.19 (t, IH). 6.95-6.86 (m, 4H). 6.72 (d, IH). 4.79 (s, 2H), 3.93 (t, 2H), 2.74 (t. 
2H), 2.67 (m, IH), 1.95 (br, 2H), 1.77 (br, 2H), 1.63-1.27 (m, 6H). 

EXAMPLE 358 



10 The compounds described in Examples 359-373 were prepared according to the preparative 

scheme outlined in the previous example. 
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EXAMPLE 359 



N-{3-[2-(l-{I(4-chlorophenyl)sulfonyll-2,5-dinuoroanilino}ethyI)phenoxylpropyl}nicotinainide 



Rf = 0.43 (19: 1 ; DCMtmethanol). 'H NMR (CDClj) 8 (ppm): 9.08 (s, IH). 8.68 (m, IH), 8.19- 
8.15 (m. IH). 7.63-7.60 (m, 2H), 7.42-7.47 (m, 4H), 6.91-6.66 (m, 6H), 6.20 (q, IH), 4.22-4.13 (m, 
2H), 3.89-3.85 (m, 2H), 2.46-2.43 (m, IH), 2.28-2.19 (m, IH). 1.44 (d, 3H). LC-MS calculated for 
C29H26CIF2N3O4S: 586; observed: 586 (M+). 

EXAMPLE 360 

N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 

methylnicotinamide 



Rf= 0.60 (9:1 CH2Cl2:methanol) 'H NMR (300MHz CDCI3) <5(ppm): 8.69-8.59(m, 2H), 7.79- 
6.11 (m, 13H). 5.80-5.68 (m. IH). 4.28-3.41 (m, 4H). 3.25-2.97 (d, 3H), 2.50-1.98 (br, 2H), 1.66-1.35 
(m, 3H). LC-MS calculated for C3oH2gClF2N304S [MH+] 600; Observed[MH+] 600. 

EXAMPLE 361 

N-{3-|2-((lR)-l-{l(4-chloroplienyI)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxylpropyl}-N,2,2- 

trimethylpropanamide 



Rr= 0.28 (3:1; hexanes:ethyl acetate). 'H NMR (CDQs) S (ppm): 7.64-7.61 (m, 2H). 7.39-7.36 
(m, 2H), 7.21-7.16 (m, IH), 6.92-6.65 (m, 5.5H), 6.36-6.14 (m, 1.5H), 4.16-3.95 (m, 2H), 3.75-3.57 (m, 
2H), 3.18 (m, 3H), 2.23-2.05 (m, 2H). 1.57 (d, 3H), 1.29 (s, 9H). LC-MS- calculated for 
C29H33CIF2N2O4S : 579. Observed: 579 (M+). 
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EXAMPLE 362 
4-chIoro-N-(2,5-difluorophenyI)-N-I(lR)-l-(2-{3- 
[methyl(inethylsalfonyl)ainino]propoxy}phenyl)ethyl]benzenesulfonaiiiide 

5 Rf= 0.25 (2: 1 hexanes:ethyl acetate) 'H NMR (CDClj) (ppm): 7.65-7.62 (d, 2H). 7.42-7.39 

(d, 2H), 7.20-7.17 (m, IH), 6.91-6.34 (m, 6H), 6.19 (q, IH), 4.20-4.06 (m, 2H), 3.64-3.55 (m, 2H), 2.96 
(s, 3H), 2.84 (s, 3H), 2.25-2.19 (m, 2H), 1.53 (d, 3H). LC-MS calculated for C25H27CIF2N2O5S2: 573; 
Observed: 573 (M*). 

EXAMPLE 363 

10 N-{3-[2-((lR)-l-{[(4-cliloroplienyl)sulfonyl]-2,5-dinuoroaniIino}ethyl)phenoxy]propyl}-N- 

methylnicotinamide hydrochloride 



Rf= 0.56 (19:1; DCM:methanol). 'H NMR (CD3OD) ^(ppm): 8.55-8.45 (m, 2H), 7.92- 
6.08(overlapping m, 12H), 5.45 (q, IH). 4.08-3.45 (m, 4H), 3.10 (s, 1.5H), 2.99 (s, 1.5H), 2.19-2.06 (m, 
1 5 2H), 1 .47 (d, 1 .5H), 1 .34 (d, 1 .5 H). ). LC-MS calculated for CJ0H28CIF2N3O4S: 600; Observed: 600 
(M+). 

EXAMPLE 364 
tert-butyl 6-[{3-I2-({ [(4-chlorophenyl)sulfonyI]-2,5- 
difluoroaniUno}methyl)phenoxy]propyl}(methyl)amino]-6-oxohexylcarbaniate 

o 




20 

Rf= 0.33 (l:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.67-7.64 (d, 2H), 7.48-7.45 
(d, 2H), 7.22-7.08 (m. 2H), 6.91-6.73(m, 5H), 4.81(s, 2H), 4.53 (br, IH), 3.94-3.86 (m, 2H), 3.58-5.53 
(m, 2H), 3.12-2.95 (m overlaps d, 5H), 2.30 (t, 2H), 2.04-2.96 (m, 2H), 1.69-1.23 (m, 13H). 
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EXAMPLE 365 

N-{3-[2-({I(4-chlorophenyl)sulfonyll-2,5-difluoroaniUno}methyl)phenoxy]propyl}-N-methyI-5-(2- 
oxohexahydro-lH-thieno(3,4-d]iiiiidazol-4-yl)pentanamide 

5 Rf = 0.57 (10:1; DCM:methanol). 'H NMR (CDCI3) 5 (ppm): 7.68-7.65 (d, 2H), 7.49-7.46(m, 

2H), 7.22-7.05 (m, 2H), 6.90-6.73 (m, 5H), 5.13(br. 0.5H). 5.06 (br, 0.5H), 4.82-4.81 (d, 2H), 4.63-4.59 
(m, IH), 4.49-4.47 (m, IH), 4.31-4.24 (m, IH), 3.96-3.87 (m, 2H), 3.59-3.56(m, 2H), 3.17-2.87 (m, 
5H), 2.73-2.67 (m, IH), 2.40-2.32 (m, 2H), 2.08-1.96 (m, 2H), 1.70-1.65 (m, 6H). 

10 6-aiiiino-N-{3-|2-({((4-chlorophenyl)sulfonyl]-2,5-difluoroaiiilino}methyl)phenoxy]propyl}-N- 

methylhexanamide hydrochloride 

I 




Rf= 0.56 (6:l;DCM:methanol). 'H NMR (CD3OD) 5 (ppm): 7.76-7.52 (m, 2H), 7.65-7.61 (m, 
2H), 7.22-7.02 (m, 4H), 6.93-6.75 (m, 3H), 4.88 (d overlaps HOD, 2H), 4.01 (t, IH), 3.93 (t, IH), 3.71 
15 (t, IH), 3.63 (t, IH), 3.12 (s, 1.5H), 2.99(s, 1.5H), 2.93 (t, IH), 2.86 (t, IH), 2.49-2.42 (m, 2H), 2.12- 
2.00 (m, 2H), 1.71-1.60 (m, 4H), 1.35-1.32 (m, 2H). 

EXAMPLE 367 

N-{3-I2-((lR)-l-{K4-chIorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl)phenoxy]propyl}-N- 

methylacetamide 



I 




Rf= 0.38 (1:1; hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.65-7.62 (m, 2H), 7.40-7.37 
(m, 2H), 7.22-7.16 (m, IH), 6.91-6.64 (m, 5.5H), 6.35-6.16 (m, L5H), 4.12-3.95 (m, 2H), 3.77-3.57 
(m, 2H), 3.10 (s. 1.5H), 3.0o(s, 1.5H), 2.17-2.10 (m overlaps two s, 5H), 1.58-1.53 (m, 3H). LC-MS 
calculated for C26H27CIF2N2O4S: 537. Observed 537 (M*). 
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E XAM PL E 3^ 8 

N-{4-[2-((lR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)pbenoxy]butyl}-N- 

methylpropanamide 

I 



Rr= 0.4 (1:1 hexanes:ethyl acetate). 'H NMR (CDCU) 5 (ppm): 7.63-7.62 (d, 2H), 7.39-7.35 
(m, 3H), 7.19-7.15 (m, 2H) 6.91-6.64 (m, 5H), 6.06 (m, IH), 4.13-4.00 (m, 2H), 3.49-3.39(m. 2H). 
3.01-2.97 (d, 3H), 2.43-2.33(m, 2H), 1.85-1.83 (m, 4H), 1.57 (d, 3H), 1.17-l.ll(dt, 3H). LC-MS 
calculated for C2gHj,ClF2N204S: 565; Observed: 565 (M*). 



N-{3-[2-({[(4-chlorophenyQsnlfonyl]-2,5-difluoroanilino}methyI)phenoxy]propyl}-N- 



Rf= 0.26 (2:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) 8 (ppm): 7.65 (m, 2H), 7.44 
(d, 2H), 7.19-7.1 1 (m, 2H), 6.90-6.70 (m, 5H), 4.80 (d, 2H), 3.90-3.82 (m, 2), 3.58-3.50 (m, 2H), 2.91 
(d, 3H), 2.49-2.42 (m, IH), 2.02-1.90 (m, 2H), 1.77 -0.83 (m, 1 IH). MS calculated for 
C30H33CIF2N2O4S, [MNa*] 613; Observed: 613. 

EXAMPLE 370 

N-{3-(2-({l(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}methyl)phenoxyJpropyl}-N- 

methylnicotinamide 



Rf= 0.66 (9:1 CH2Cl2:methanol) 'H NMR (300MHz CDCI3) 5 (ppm): 8.65-8.55 (m, 2H), 
7.74-7.59 (m, 3H), 7.46-7.43 (d. 2H), 7.35-7.31 (m, IH), 7.19-7.14 (m. IH), 7.06-6.98 (m. IH), 6.87- 
6.61 (m, 5H). 4.80-4.76 (br, IH), 4.45 (br, IH), 4.01-3.98 (t, IH), 3.81-3.76 (m, 2H), 3.61-3.57 (m, IH), 
3.13-3.04 (d, 3H), 2.18-2.01 (m, 2H). LC-MS calculated for C29H26CIF2NJO4S [MH*] 586; Observed: 
586. 




EXAMPLE 369 
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EXAMPLE 371 

4-chloro-N-(2,5-dmuorophenyI)-N-(2-{2-(l-(3-pyridinylcarbonyl)-2- 
piperidinyl]ethoxy}benzyl)benzenesulfonamide 



Of" 



Rf= 0.50 (1:3 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) 6 (ppm): 8.57 (m, 2H), 7.62- 



6.89 (m, 13H), 5.30-2.88 (m, 15H), 2.30-1.48 (m, 8H). MS calculated for C32H30CIF2N3O4S, [Mit] 
626; Observed: 626. 

EXAMPLE 372 

4-[2-(l-{((4-chlorophenyl)salfoii]i]-2^-difluoroaiiUino}et]iyl)plienoxy]-N-(3- 



Rf= 0.53 (5% methanol in CH2CI2) 'H NMR (300MHz CD3OD) S(ppm) : 8.78 (s, IH), 8.69- 
8.68 (d, IH), 8.54-8.51 (d, IH), 7.96-7.92 (m, IH), 7.66-7.63 (d, 2H), 7.52-7.49 (d, 2H), 7.20-6.62 (m, 
6H), 6.15-6.09 (q, IH), 4.58 (br, 2H), 4.09-3.99 (m, 2H), 2.75-2.61 (m, 2H), 2.24-2.17 (m, 2H), 1.57- 
15 1 .54 (d, 3H). LC-MS calculated for C3oH28ClF3N304S [MlT] 600; Observed: 600. 

EXAMPLE IT-^ 
4-benzoyl-N-((lS)-l-{[{3-l2-({I(4-chlorophenyI)sulfonyll-2^ 
difluoroaiiilino}methyl)plienoxy]propyl}(methyl)ainino]carbonyl}-5-{[5-(2-oxohexaliydro-lH- 
thieno[3,4-d]iniidazol-4-yl)pentanoyl]ainino}pentyl)benzaiiiide 



Rf= 0.37 (7 % Methanol in DCM), 'H NMR (300 MHz, CDCI3) S(ppm): 8.15-7.78 (m, 6H), 
7.70-7.59 (m. 3H), 7.52-7.45 (m, 4H), 7.15 (t, IH), 7.03 (d, IH). 6.89-6.72 (m, 5H), 6.443-6.19 (m. 



pyridinylmethyObutanamide hydrochloride 



0 
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2H), 5.37 (m, IH), 5.33 (s, 2H), 5.12 (m, IH). 4.86-4.82 (m, IH), 4.44 (m. IH). 4.26 (m, IH). 4.01- 
3.93 (m, 2H), 3.82-3.67 (m, 2H), 3.22-2.65 (m, 9H). 2.17-1.26 (m, 24H). 

EXAMri.E374 

Numerous compounds according to the invention can be prepared employing the synthetic 
5 scheme set forth in SCHEME 374. 
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EXAMPLE 

A suspension of 2-hydroxyphenone (10 mL, 83 mmol), 4-bromobutyric acid (16.6 mL, 116 
mmol) and K2CO3 (14.4 g, 104 mmol) in acetone was refluxed at 56 °C for 64 h. The reaction mixture 
was acidified with 1 N HCl solution and the acidic solution was extracted with ethyl acetate(3 X 50 
5 mL). The combined organic phase was washed with H2O and sat. NaCl aqueous solution, dried over 
MgS04. The solution was filtered, concentrated the filtrate to obtain the crude product that purified by 
SiOz chromatography to isolate the desired product 7 (15.5 g, 75%) as white sohd: Rf 0.46 (10:5, 
hexane-ethyl acetate); NMR (CDCI3, 300 MHz) 5 7.72 (dd, 1 H, J = 7.6 Hz, J = 1.4 Hz), 7.43 (td, 
IH, J = 7.6 Hz, J = 1.2 Hz), 6.96 (m, 2H), 4.13 (m, 4H), 2.62 (s, 3H), 2.54 (t, 2H, J = 6.6 Hz), 2.18 (m, 
1 0 2H), 2.26 (t, 3H, J = 7.2 Hz). 

Compound 7 in the reaction scheme outlined above(3.0 g, 12.0 mmol) was treated with NaBH^ 
(227 mg, 6.0 mmol) in methanol (24 mL) solution in the presence of CeCb 7H2O (89 mg, 0.24 mmol) at 
25 °C for 10 min. The reaction was quenched with 5% HCl solution. The aqueous phase was extracted 
with ethyl acetate. The combined organic phase was washed with H2O and sat. NaCl aqueous solution. 
15 then dried over MgS04. Concentration and chromatography afforded compound 8 (3.0 g, 100%) as 
colorless gum: Rf 0,29 (10:5, hexane-ethyl acetate); *H NMR (CDCI3, 300 MHz) 5 7.48 (d, IH, J = 7.5 
Hz), 7.26 (t, IH, J = 7.6 Hz), 7.05 (t, IH, J = 7.6 Hz), 6.80 (d, IH, J = 8.1 Hz), 5.26 (br s, IH), 4.68 (s, 
2H), 4.28 (q, 2H, J = 7.2 Hz), 4.06 (br s, IH), 1.59 (d, 3H, J - 6.6 Hz), 1.33 (t, 3H, J = 7.2 Hz). 



EXAMPLES 

20 ethyl-4-I2-(l-{[(4-chlorophenyI)sulfonylJ-2,5-difluoroanilino}ethyl)phenoxy]butanoate 

DEAD (567 ^iL, 3.6 mmol) was added dropwise to a solution of alcohol 8 (666 mg, 3.0 mmol), 
Triphenylphosphine (944 mg, 3.6 mmol) and sulfonamide (910 mg, 3.0 mmol) in toluene (10 mL) at 25 
^C under Ar. The mixture was stirred for 40 h, then diluted with hexane-ethyl acetate solution (10:3). 
The generated precipitates were filtered and the filtrate was concentrated in vacuo. Chromatography 
25 afforded the compound (1.16 g, 72%) as colorless gum: Rf 0.29 (10:2, hexane-ethyl acetate); *H NMR 
(CDCI3, 300 MHz) S 7.62 (d, 2H, J = 8.7 Hz), 7.36 (d, 2H, J = 8.7 Hz), 7.18 (m, IH), 6.38-6.95 (m, 
6H), 6.01 (m, IH), 4.17 (q, 2H, J = 7.2 Hz), 4.04 (m, IH), 3.98 (m, IH), 2.61 (t, 2H, J = 7.0 Hz), 2.17 
(m, 2H), 1.58 (d, 3H, J = 6.9 Hz), 1.27 (t, 3H, J = 7.0 Hz); LCMS 3.86 min, m/z 556 (M+H^+HjO, 
C26H26CIF2NO5S requires 538.01). 

30 EXAMPLE 177 

4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]butanoic acid 

A solution of ethyl4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl) phenoxy] 
butanoate (1.16 g, 2.2 mmol) in THF (5.2 mL), methanol (1.7 mL) and H2O (1.7 mL) was treated with 
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LiOH HzO (91 mg, 2.2 mmol) at 25 °C for 3 h. The reaction was then quenched with 1 N HCl solution. 
The aqueous phase was extracted with ethyl acetate. The combined organic phase was washed with 
H2O and sat. NaCl aqueous solution, then dried over MgS04. Concentration and chromatography 
afforded the desired product (457 mg, 41%) as white crystal: m.p. 141.0 -142.0 °C; Rf 0.14 (10:10, 
5 hexane-ethyl acetate); 'H NMR (CDCI3. 300 MHz) 5 1 1.08 (br s. IH), 7.62 (d, 2H, J = 8.4 Hz), 7.35 (d, 
2H, J = 8.7 Hz), 7.16 (t, IH, J = 7.5 Hz), 6.38-6.93 (m, 6H), 6.03 (br s, IH), 4.06 (m, 2H), 2.70 (t, 2H, 
J= 7.0 Hz), 2.17 (m, 2H), 1.57 (d, 3H, J = 6.9 Hz); LCMS 3.05 min, m/z 527.2 (C24H22CIF2NO5S 
requires 509.95). 

EXAMPLE 378 

10 4-[2-(l-{[(4-chIorophenyl)suIfonyl)-2,5-difluoroanilino}etliyl)phenoxy]-N>inethylbataDaiiiide 

A mixture of acid 4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyI) phenoxy] 
butanoic acid (107 mg, 0.21 mmol), HOBT (31 mg, 0.23 mmol), EDCI (44 mg, 0.23 mmol), EtjN (88 
^iL, 0.63 mmol) and CH3NH2HCI (16 mg, 0.23 mmol) in CH2CI2 (1.0 mL) was stirred at 25 °C for 13 h. 
The mixture was diluted with ethyl acetate. The organic solution was washed with H2O and sat. NaCl 
15 solution then dried over MgS04. Concentration and chromatography afforded the amide(107 mg, 97%) 
as colorless gum: Rf 0.32 (10:20, hexane-ethyl acetate); 'H NMR (CDCI3, 300 MHz) 5 7.64 (d, 2H, J = 
6.9 Hz), 7.42 (d, 2H, J = 7.8 Hz), 7.18 (t, IH, J = 8.7 Hz), 6.36-6.91 (m, 7H), 6.26 (q, IH, J = 6.9 Hz), 

4.13 (m, IH), 4.05 (m, IH), 2.78 (m, 4H), 2.57 (m, IH), 2.23 (m, 2H), 1.55 (br s, 3H); LCMS m/z 524 
(M+H", C25H2SCIF2N2O4S requires 522.99). 

EXAMPLE 379 

4-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroaiiilino}ethyl)phenoxyl-N- 
methoxybutanamide 

A mixture of 4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl) phenoxy] butanoic 
acid (107 mg, 0.21 mmol), HOBT (31 mg, 0.23 mmol), EDCI (44 mg, 0.23 mmol), EtjN (88 ^L, 0.63 
mmol) and CH3ONH2 HCI (19 mg. 0.23 mmol) in CH2CI2 (1.0 mL) was stirred at 25 °C for 13 h. The 
reaction mixture was diluted with ethyl acetate. The organic solution was washed with H2O and sat. 
NaCl solution then dried over MgS04. Concentration and chromatography afforded the compound (94 
mg, 83%) as colorless gum: Rf 0.20 (10:10, hexane-ethyl acetate); 'H NMR (CDQs, 300 MHz) 5 9.50 
(br s, IH), 7.64 (br s, 2H), 7.43 (br s, 2H), 7.16 (m, IH), 6.34-6.87 (m. 6H), 6.27 (q, IH, J = 6.9 Hz), 

4.14 (m, IH), 4.06 (m, IH). 3.74 (s, 3H), 2.72 (m, IH), 2.51 (m, IH), 2.26 (m, 2H), 1.54 (br s, 3H); 
LCMS 2.95, m/z 562 (M+Na*, C25H25CIF2N2O5S requires 538.99). 



EXAMPLE 380 

Numerous compounds according to the invention can be prepared employing the general 
synthetic scheme set forth in SCHEME 380. 
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A suspension of 2-hydroxyphenone (10 mL, 83 mmol), ethyl iodoacetate (25.0 g, 117 mmol) 
and K2CO3 (12.6 g, 91 mmol) in acetone was refluxed at 60 °C for 28 h. The reaction mixture was then 
diluted with ether. The ether solution was washed with 1 N NaOH solution, H2O and sat. NaCl aqueous 
solution, then dried over MgS04. Concentration and chromatography afforded compound 9 (8.76 g, 
5 47%) as white solid: Rf 0.19 (10:2, hexanc-cthyl acetate); NMR (CDCI3, 300 MHz) 5 7.76 (m, IH), 
7.42 (m, IH), 7.04 (m, IH), 6.82 (m, IH), 4,70 (m, 2H), 4.28 (q, 2H, J = 4.2 Hz), 2.72 (s, 3H), 1.31 (t, 
3H, J = 7.2 Hz). 

Compound 9 in the reaction scheme above (4.6 g, 21 mmol) was treated with excess of NaBH4 
in methanol (40 mL) solution in the presence of CeCU 7H2O (155 mg, 0.40 nmiol) at 25 °C for 10 min. 
10 The reaction was then quenched with 5% HCl solution. The aqueous phase was extracted with ethyl 
acetate. The combined organic phase was washed with H2O and sat. NaCl aqueous solution, then dried 
over MgS04. 

The residue was dissolved in a solution of THF-methanol-HjO (3:1:1, 20 mL) and treated with 
LiOH H20 (1.0 g, 25 mmol) at 25 °C for 3 h. The reaction mixture was then acidified and extracted 
15 with ethyl acetate. The combined organic phase was dried over MgS04. Concentration and 
chromatography afforded compound 10 (3.3 g, 82%) as white solid: Rf 0.34 (10:1, CH2Cl2-methanol); 
'H NMR (CD3OD, 300 MHz) 5 7.52 (dd, IH, J = 7.6 Hz, J = 1.4 Hz), 7.28 (td, IH, J = 7.8 Hz, J ^ 1.5 
Hz), 7.06 (t, IH, J = 7.5 Hz), 6.92 (d, IH, J = 8.1 Hz), 5.33 (q, IH, J = 6.6 Hz), 5.03 (br s, 2H), 4.79 (s, 
2H), 1.51(d, 3H,J = 7.2 Hz). 

20 A mixture of hydroxy acid 10 (980 mg, 5.0 mmol), HOST (743 mg, 5.5 mmol), EDCI (1.05 g, 

5.5 mmol), NaHCOj (1.26 g, 15.0 mmol) and CH3NH2HCI (371 mg, 5.5 mmol) in DMF (10 mL) was 
stirred at 25 **C for 23 h. The reaction mixture was diluted with ethyl acetate. The organic solution 
was washed with H2O and sat. NaCl solution then dried over MgS04. Concentration afforded alcohol 
11 (664 mg, 64%) as colorless syrup: Rf 0.21 (10:0.5, CHzCU-methanol); ^H NMR (CD3OD, 300 MHz) 

25 5 7.50 (dd, IH, J = 7.6 Hz, J = 1 ,6 Hz), 7.27 (m, IH), 7.05 (t, IH, J = 7.5 Hz), 6.90 (d, IH, J = 8.1 Hz), - 
5.34 (q, IH, J = 7.2 Hz), 5.01 (br s, 2H), 4.57 (d, 2H, J = 3.0 Hz), 2.85 (s, 3H), 1.54 (d, 3H, J = 7.0 Hz). 

EXAMPLE 381 

[2-(l-{[(4-clilorophenyl)sulfonyl]-2,5-difluoroaiiiUno}ethyl)phenoxy]-N-meth^ 

DEAD (352 ^L, 2.2 mmol) was added dropwise to a solution of alcohol 11 (312 mg, 1.5 
30 mmol), Triphenylphosphine (586 mg, 2.2 mmol) and sulfonamide 3 (452 mg, 1.5 mmol) in THF (6 mL) 
at 25 ^C under Ar. The mixture was stirred at 25 **C for 22 h, then concentrated in vacuo. Small amount 
of crude product was purified by HPLC to afford the compound (34 mg) as white foam: Rf 0.35 (10:10, 
hexane-ethyl acetate); *H NMR (CDCI3, 300 MHz) 5 7.95 (m, IH), 7.68 (br s, 2H). 7.44 (br s, 2H), 7.26 
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(br s, IH), 6.24-6.95 (m, 6H), 6.32 (q, IH, J = 7.2 Hz), 4.69 (m, IH), 4.52 (m, IH), 2.95 (s, 3H), 1.50 
(d, 3H, J = 7.2 Hz); LCMS 3.46 min, m/z 5 17.1 (M+Na*, C23H21CIF2N2O4S requires 494.94). 

A mixture of hydroxy acid 10 (980 mg, 5.0 mmol), HOBT (743 mg, 5.5 nrniol), EDCI (1.05 g, 
5 5.5 mmol), NaHCOj (1 .26 g, 15 mmol) and CH3ONH2 HCl (459 mg, 5.5 mmol) in DMF (20 mL) was 
stirred at 25 °C for 23 h. The reaction mixture was diluted with ethyl acetate. The organic solution was 
washed with H2O and sat. NaCl solution then dried over MgS04. Concentration afforded the desired 
product (340 mg, 30%) as colorless syrup: Rf 0.19 (10:0.5, CHzCb-methanol); 'H NMR (CDCI3, 300 
MHz) 6 7.44 (d. IH, J = 7.8 Hz), 7.24 (t, IH, J = 7.2 Hz), 7.00 (t, IH, J = 7.4 Hz), 6.88 (d, IH, J = 8.1 
10 Hz), 5.23 (m, IH), 4.90 (s, 2H), 4.57 (d, 2H, J = 2.7 Hz), 3.70 (s. 3H), 1.48 (d, 3H, J = 6.6 Hz). 

EXAMPLE 382 

[2-(l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]-N-methoxyacetaiiiide 
DEAD (357 nL, 2.3 mmol) was added dropwise to a solution of alcohol 12 (340 mg, 1.5 
mmol), Triphenylphosphine (595 mg, 2.3 mmol) and sulfonamide 3 (458 mg, 1.5 mmol) in THF (6 mL) 
15 at 25 °C under Ar. The mixture was stirred at 25 °C for 22 h, then concentrated in vacuo. Crude product 
was purified by HPLC to afford the desired product (144 mg) as white foam: Rf 0.38 (10:10, hexane- 
ethyl acetate); 'H NMR (CDCI3, 300 MHz) h 10.81 (m, IH), 7.72 (m, 2H), 7.47 (m, 2H), 7.27 (m, IH), 
dlA-f^an (m, 7H), 4.80 (m, IH), 4.60 (m, IH), 3.88 (s, 3H), 1.48 (d, 3H, J = 6.9 Hz); LCMS 3.19 min, 
m/z 533 (M+Na*, C23H2,ClF2N20sS requires 510.94). 



20 EXAMPLE 383 

Numerous compounds according to the present invention can be prepared employing the 
general scheme set forth in SCHEME 383. 
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EXAMFLE384 




Rf= 0.25 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCU) & 7.46-7.21 (m, 4H), 6.51- 
6.40 (dd, IH), 5.52 (dq, IH), 2.93-2.89 (m, IH), 1.60-1.33 (dd, 3H). 

5 EXAMPLE 38S 

O-H 

Rf= 0.23 (2:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDClj) S: 7.66-7.16 (m, 4H), 5.16 
(q, IH), 4.87-4.60 (dd, 2H), 3.13 (b, 2H), 1.59 (d, 3H). 

EXAMPLE 386 

10 

Rf= 0.25 (15:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDQ,) 5: 7.43-7.14 (m, 4H), 5.06 
(m, IH), 4.86-4.56 (dd, 2H), 3.07 (s, 3.07), 1.48 (d, 3H), 0.85 (s, 9H), 0.00 (m, 6H). 

EXAMPLE 387 

1 5 Rf = 0.30 (20: 1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) & 7.64-6.22 (m, 1 IH), 5.87 

(q, IH), 5.10 (m, IH), 4.84 (m, IH), 1.50 (m, 3H), 0.97 (s, 9H), 0.10 (d, 6H). 
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EXAMPLE 388 

O-H 

Rf= 0.25 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) & 7.63-7.72 (m, UH), 6.02 
5 (b, IH), 5.01-4.85 (m, 2H), 2.53-2.16 (bb, IH), 1.49 -1.38 (m, 3H). 

EXAMPLE 389 



Rr= 0.25 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) & 7.69-6.75 (m, UH), 5.89 
(m, 2H), 5.42-5.30 (m, IH), 3.09 (s, 3H), 1.51-1.39 (m, 3H). 

10 EXAMPLE 390 

4-chIoro-N-(2,5-difluoropheDyl)-N-[2-(lH-tetraazol-l-ylmethyI)beiizyl]beiizenesuIfonamide 

Rf= 0.48 (1:1; ethyl acetate:hexanes). 'H NMR (CDCI3) 8 (ppm): 8.96 (s, IH), 7.76-7.74 (d, 
2H), 7.60-7.58 (d, 2H), 7.35-7.09 (m, 3H0, 6.99-6.90 (m, 3H), 6.75-6.69 (m, IH), 5.93 (s, 2H), 4.82 (s, 
1 5 2H). LC-MS calculated for C2,H,6C1F2N502S 476; Observed.- 476. 

EXAMPLE 3?1 

4-chloro-N-(2,5-difluorophenyl)-N-[2-(2H-tetraazoI-2-ylmethyl)beiizyI]beiizenesulfonaiiiide 



Rf = 0.50 (2:1; hexanes: ethyl acetate), (ppm): 8.515 (s, IH), 7.76-7.72 (m, 2H), 7.54 -7.51 
20 (m, 2H), 7.23-6.69 (m, 7H), 6.08 (s,2H0, 4.93 (s, 2H). LC-MS calculated for C21H16C1F2N502S: 476; 
Observed: 476. 
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EXAMPLE 392 

4H:hloro-N-(2,5-difluorophenyI)-N-(2-(lH-l,2,4-triazol-l-ylmethyl)beiizyllbeiizenesuIfonaiiiid 

Mp = 147-148 (ethyl acetate/hexanes). Rf = 0.28 (19:1; DCMimethanol). 'H NMR 5 (ppm): 
8.26 (s, IH), 8.08 (s, IH), 7.71-7.68 (m, 2H), 7.54-7.51 (m, 2H), 7.25-6.71 (m, 7H), 5.60 9s, 2H0, 4.80 
(s, 2H). LC-MS calculated for C22H,7C1F2N402S: 475. Observed: 475. 

EXAMPLE 393 

4-chloro-N-(2,5-difluorophenyl)-N-[2-(lH-imidazol-l-ylinethyl)beiizyl]benzenesulfonamide 

Mp = 166-167 (DCM/hexanes). Rf = 0.31 (19:1; DCM:methanol). *H NMR 5 (ppm): 7.65- 
7.50 (m, 5H), 7.33-7.07 (m, 3H), 6.99-6.87 (m, 4H), 6.72-6.71 (m, IH). 5.40 (s, 2H), 4.69 (s, 2H). LC- 
MS calculated for C23H18CIF2N3O2S: 474. Observed 474. 

EXAMPLE 394 
4-chloro-N-(2,5-difluorophenyl)-N-{(lR)-l-[2-(lH-imidazol-l- 
ylmethyOphenyl] ethyl}benzenesulfonamide hydrochloride 

Rf= 0.50 (10:1; DCM:inethanol). 'H NMR(CDjOD) 5 (ppm): 7.77-7.75 (m, 2H), 7.63-7.52 (m, 
3H), 7.30-6.80 (8.5H), 6.55 (m, 0.5H), 5.88-5.81 (m, 2H), 5.49-5.34(m. IH), 1.46-1.26 (m, 3H). LC- 
MS calculated for C24H20CIF2NJO2S : 487. Observed 488 (MH+). 
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EXAMPLE 39S 

4-chloro-N-(2,5-dinuorophenyI)-N-{(lR)-l-[2-(lH-l,2,4-triazol-l- 
ylniethyl)phenyl]ethyl}beiizenesulfonaiiiide 

5 Rf = 0.25 (97:3; DCM;methanol). 'H NMR (CD3OD) 5 (ppm): 8.26 (s, IH), 8.00 (s, IH), 7.70- 

6.41 (m, 13H), 6.09-5.91 (m, 2H), 5.44 (d, IH), 1.42-1.25 (dd 3H). LC-MS calculated for 
C23H19C1F2N402S : 488. Observed 489 (MH+). 

EXAMPLE 396 

N. .N 

oi 

10 Rf = 0,34 (6:1; hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 8.53 (s, IH), 7.74-6.59 (m, 

13H), 6.29-6.22 (m, IH), 5.84 (d, IH), 1,42-1.25 (dd, 3H). LC-MS calculated for CjjHigClFzNjOzS : 
489. Observed 490 (MH+). 

EXAMPLE 397 

N-N 

15 Rf = 0.25 (2:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 6 (ppm):8.34 (s, IH), 7.72-7.69 (m, 

2H), 7.53-6.35 (m, lOH), 6.37 (d, IH), 5.91 (q. IH). 5.74 (d, IH), 1.40-1.24 (dd, 3H). ). LC-MS 
calculated for C22H,gClF2Ns02S : 489. Observed 490 (MH+). 
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EXAMPLE 398 

0 

Rf= 0.50 (10:1 DCM:methanol). 'H NMR (CDClj) 5 (ppm):7.66-6.82 (m, IIH), 6.14 (br, IH). 
5 3.30-3.14 (m, 6H), 1.83-1.48 (m, 9H). LC-MS calculated for C26H27CIF2N2O2S : 504. Observed 505 
(MH+). 

EXAMPLE 399 



O-H 




Rr= 0.25 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) & 7.18-7.06 (m, 3H), 6.37 
10 (d. IH), 5.23 (q, IH), 3.01 (d, IH), 1.58 (t, 3H). 



EXAMPLE 400 



0 

H 

Rf= 0.23 (2:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) & 7.46-7.41 (m, IH), 7.08- 
6.98 (m, 2H), 5.10 (q, IH), 4.80-4.59 (dd, 2H), 3.08 (s, IH), 3.93 (s, IH), 1.53 (d, 3H). 



15 EX AMFLg40 ]i 

0 

H 

Rf= 0.25 (15:1 hexanes:ethyl acetate), 'H NMR (300 MHz. CDCI3) <X 7.37-7.31 (m, IH), 6.99- 
6.82 (m, 2H). 4.97 (q, IH), 4.79-4.52 (dd, 2H), 2.76 (b, IH), 1.39 (d, 3H). 0.79 (s, 9H), 0.00 (d, 6H). 
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RXAMPLE 402 

Rf= 0.30 (20:1 hexanesxthyl acetate), 'H NMR (300 MHz, CDCI3) & 7.63-6.16 (m, lOH), 5.58 
(q, IH), 4.79 (m. 2H), 1.36 (m, 3H), 0.79 (s, 9H), -0.06 (d, 6H). 

EXAMPLE 403 

Rf= 0.25 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S: 7.66-7.27 (m, 4H), 7.03- 
6.47 (m, 6H), 5.94 (d. IH), 4.94 (m, 2H), 2.56-2.26 (bb, IH), 1.50-1.40 (m, 3H). 

EXAMPLE 404 



Br 




Rf= 0.30 (15:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S: 7.12-1 A\ (m, 4H), 7.10- 
6.42 (m. 6H), 5.93 (m, IH), 5.29-5.10 (m. IH), 4.47-4.39 (m, IH), 1.48-1.23 (m, 3H). 

EXAMPLE 405 

o o 

0 

Rf=0.19 (3:1; hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.66-7.74 (m, 2H), 7.56-7.40 
(m, 2H), 7.06-6.37 (m, 6H), 6.44-6.37 (m, IH), 4.49 (d overlaps d, IH), 3,52 (d, IH), 3.18-3.03 (m, 
8H), 1.44 (d, 3H). LC-MS calculated for C25H24CIFJN2O4S2 : 572. Observed 572. 
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EXAMPLE 406 

OH 

A solution of n-BuLi in THF (2.5 M, 17,6 mL, 44 mmol) was added dropwise within 30 min to 
a solution of (s)-(-)-2-bromo-a-methylbenzyl alcohol (3.9 g, 19.4 mmol) in THF at -78 °C under Ar. 

5 After having been stirred for 40 min, the generated suspension was warmed to 0 °C, and ethylene oxide 
(5 mL, 100 mmol) was added. The mixture was stirred at 0 °C for 1 h. The reaction was quenched with 
1 N HCl aqueous solution. The aqueous phase was extracted with ethyl acetate. The combined organic 
solution was washed with water and sat. NaCl solution, then dried over Na2S04. Concentration and 
flush column chromatography afforded the diol (1.4 g, 44%) as colorless liquid: Rf 0.16 (10:10, 

10 hexanes:ethyl acetate); *H NMR (CDCI3, 300 MHz) 5 7.50 (m, IH), 7.25 (m, 2H), 7.17 (m, IH), 5.13 
(q, IH, J = 6.6 Hz), 3.90 (m, IH), 3.76 (m, IH), 3.00 (m, IH), 2.86 (m, IH), 2.94 (br s, IH), 1.52 (d, 
3H, J = 6.6 Hz). 

EX A Mf J .E40 7 

OH 

15 A solution of the diol prepared according to the previous example (890 mg, 5.4 mmol) in 

CH2CI2 (21 mL) was treated with TBSCl (848 mg, 5.6 mmol) in the presence of imidazole (803 mg, 
11.8 mmol) at 25 under Ar for 40 min. The reaction was quenched with H2O. The aqueous phase 
was extracted with CH2CI2. The combined organic phase was dried over Na2S04. Concentration 
afforded product (1.5 g, 100%) as colorless hquid: Rf 0.21 (10:1, hexanes:ethyl acetate); *H NMR 

20 (CDCI3, 300 MHz) & 7.50 (m, IH), 7.27 (m, 2H), 7.22 (m, IH), 5.18 (m, q, IH, J = 6.3 Hz), 3.94 (m, 
IH), 3.87 (m, IH), 3.28 (m, IH), 3.01 (m, 2H), 1.56 (d, 3H, J = 6.3 Hz), 0.85 (s, 9H), 0.00 (s, 6H). 

EXAMPLE 408 

op-"" 

To a solution of the alcohol prepared according to the previous example (4.4 g, 16 mmol) in 
25 toluene (53 mL) at 25 **C under Ar, were added triphenylphosphine (5.4 g, 20.5 mmol) and sulfonamide 
3 (5.3g, 17.4 mmol). The mixture was cooled to 0 *^C, and DEAD (3.0 mL, 19 nunol) was added 
dropwise. After the addition, the mixture was stirred at 25 ^C for 36 h. Concentration and 
chromatography afforded product 4 (6.66 g, 75%) as colorless syrup: Rf 0.39 (10:1, hexanes:ethyl 
acetate); ^H NMR (CDCI3, 300 MHz) &. 7.62 (m, 2H), 7.38 (m, 2H), 7.16 (m, 2H). 6.29-7.07 (m, 5H), 
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5.94 (m. IH). 3.86 (m. 2H). 3.26 (m, IH), 2.79 (m, IH), 1.53 (m, 3H). 0.88 (s, 9H), 0.02 (s. 3H). 0.00 
(S.3H). 

EXAMPLE 409 

CC°" 

5 A solution of product prepared according to the previous example (6.6 g, 1 1.7 mmol) in THF 

(55 mL) was treated with TBAF solution (1.0 M in THF, 12 mL, 12.2 mmol) at 25 under Ar for 40 
min .The reaction was quenched with H2O. The aqueous phase was extracted witii ethyl acetate and the 
combined organic solution was washed with sat. NaCl aqueous solution, then dried over MgS04. 
Concentration and chromatography afforded 4-chloro-N-(2,5-difluorophenyl)-N- {( 1 R)- 1 -[2-(2- 

10 hydroxyethyl)phenyl]ethyl}benzenesulfonamide(4.8 g, 92%) as colorless gum: Rf 0.28 (10:4, 
hexanes:ethyl acetate); NMR (CDCI3, 300 MHz) 61.62 (m, 2H), 7.43 (m, 2H), 7.19 (m, 2H), 6.40- 
7.00 (m, 5H), 5.99 (m, IH), 3.95 (t, 2H, J = 6.6 Hz), 3.34 (m, IH), 3.00 (m, IH), 1.92 (s, IH), 1.48 (m, 
3H); LCMS 3.36 min, m/z 469.0 (M+H^+HjO, C22H20CIF2NO3S requires 45 1 .91). 

EXA MfL]E4)0 

A solution of 4-chloro-N-(2,5-difluorophenyl)-N-{(lR)-l-[2-(2-hydroxyethyl) phenyl]ethyl}- 
benzenesulfonamide (422 mg, 0.94 mmol) in triethylamine (5.0 mL) was treated wifli MsCl (109 ^L, 
1.4 mmol) at 0 °C under Ar for 3 h. The reaction mixture was diluted with ethyl acetate. The organic 
solution was washed with H2O and sat. NaCl aqueous solution, then dried over MgS04. Concentration 
20 in vacuo afforded the mesylate (450 mg, 91%) as light yellow syrup: Rf 0.25 (10:4, hexanes:ethyl 
acetate). 



A solution of 4-chloro-N-(2,5-dinuorophenyl)-N-{(lR)-l-[2-(2-hydroxyethyl) phenyl]ethyl}- 
benzenesulfonamide (422 mg, 0.94 mmol) in triethylamine (5.0 mL) was treated with MsCl (109 jiL, 
25 1.4 mmol) at 0 **C under Ar for 3 h. The reaction mixture was diluted with ethyl acetate. The organic 
solution was washed with H2O and sat. NaCl aqueous solution, then dried over MgS04. Concentration 
in vacuo afforded mesylate (450 mg, 91%) as light yellow syrup: Rf 0.25 (10:4, hexanes:ethyl acetate). 
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EXAMPLE 4U 




Imidazole (82 mg, 1.2 mmol) was added slowly to a suspension of NaH (60%, 58 mg, 1.4 
nimol) in DMF (2.0 mL) at 25 "C under Ar. After having been stirred at 25 '^C for 20 min, the generated 
S solution was added to a solution of mesylate 5 (420 mg, 0.80 mmol) in THF (6.0 mL). The mixture was 
stirred at 25 "C overnight. Hie reaction was quenched mfh HjO and the aqueous phase was extracted 
with ethyl ^etate. The dried organic solution was concentrated in vacuo. Chromatography afforded 4- 
chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[2-(lH-imidazol-l-yl)ethyl]phenyl}ethyl)benzene- 
sulfonamide hydrochloride as colorless syrup (211 mg, 53%) as colorless gum: Rf 0.31 (10:0.5 CH2C12- 
10 methanol); 'H NMR (CDCI3, 300 MHz) 5 7.40-7.66 (m, 5H), 6.22-7.30 (m, 9H), 5.62 (m, IH), 4.42 (m, 
IH), 4.18 (m, IH), 3.61 (m, IH), 3.22 (m, IH), 1.34 (d, 3H, J = 6.3Hz); LCMS calculated for 
C25H22CIF2N3O2S 502. Observed: 502. 



EXAMPLE 412 

4-chIoro-N-(2,5-difluorophenyl)-N-((lR)-I-{2-l2-(lH-imida2oH- 
1 5 yl)ethyl] phenyl} ethyI)beiizenesu!fonamide hydrochloride 

A solution of HCl in £t20 (1.0 M, 398 \iL, 0.40 mmol) was added dropwise to a solution of 4- 
chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[2-(lH-imidazol-l-yl)ethyl]phenyl}ethyl) 
benzenesulfonamide hydrochloride (100 mg, 0.20 mmol) in CH2C12 (2.0 mL) at 25 under Ar. After 

20 having been stirred for 30 min, the solvents were removed in vacuo. The residue was purified by 
chromatography to afforded 4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[2-(lH-imidazoH- 
yl)ethyl]phenyl}ethyl)benzenesulfonamide hydrochloride (99 mg, 92%) as white solid. m.p. 205.0- 
206.0 °C; Rf 0.32 (10:0.5, CH2Cl2-methanol); 'H NMR (CD3OD, 300 MHz) 5 9.22 (s, IH), 7.76-8.07 
(m, 6H), 6.57-7.52 (m, 7H), 6.23 (m, IH), 4.93 (m, 2H), 3.91 (m, IH), 3.78 (m, IH), 1.69 (d, 3H, J = 

25 6.9 Hz); LCMS 3.04 min, m/z 502.05 (M+H*-HC1, C2SH22CIF2N3O2S HCl requires 501 .98 36.46). 
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EXAMPLE 413 

4-chIoro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[2-(lH-l,2,4-triazol.l-yl)ethyl]phenyI} ethyl) 

benzenesttifonamide 

I, 2, 4-Triazole (101 mg, 1.5 mmol) was treated with NaH (60%, 70 mg, 1.8 mmol) in THF 
(7.0 mL) and DMF (0.5 mL) at 25 under Ar for 30 min. The generated suspension was added slowly 
to a solution of mesylate 5 (0.97 mmol) in THF (3.0 mL) and the mixture was stirred for 48 h. The 
reaction was quenched with H2O and the aqueous phase was extracted with ethyl acetate. The dried 
10 organic solution was concentrated and chromatography afforded 4-chloro-N-(2,5-difluorophenyl)-N- 
((lR)-l-{2-[2-(lH-l,2,4-triazol-l-yl)ethyl]phenyl} ethyl) benzenesulfonamide (260 mg, 53%) as white 
crystal: m.p. 1 16-118 Rf 0.28 (10:10, hexanes:ethyl acetate); NMR (CDCI3, 300 MHz) 5 8.01 (br 
s, 2H), 7.39-73 (m, 4H), 6.32-7.11 (m, 7H), 5.83 (m, IH), 4.65 (m, IH), 4.89 (m, IH). 3.29-3.68 (m, 
2H), 1.35 (m, 3H); LCMS 3.43 min, m/z 503.05 (M+H*, C24H21CIF2N4O2S requires 502.96). 

IS EXAMPLE 4H 

4-chloro-N.(2,5-difluorophenyI)-N-((lR)-l.{2.[2-(2-methyl-lH-iiiiidazoH- 
yl)ethyl]phenyl}ethyl)beiizenesulfonamide hydrochloride 

2-Methylimidazole (77 mg, 0.94 mmol) was treated with NaH (60%, 27 mg, 1.1 mmol) in 
20 DMF (1.0 mL) at 25 xinder Ar for 30 min. The generated solution was added slowly to a solution of 
mesylate 5 (250 mg, 0.47 nmiol) in THF and the mixture was stirred at 25 °C for 26 h. The reaction 
was quenched with H2O and the aqueous phase was extracted with ethyl acetate. The dried organic 
solution was concentrated in vacuo. Chromatography afforded the desired product (39 mg, 16%) as a 
colorless gum: Rf 0.28 (10:0.5, CHzCU-mcthanol); NMR (CDCI3, 300 MHz) 8 7,60 (m, 2H), 7.42 
25 (m, 2H), 7.15 (m, 2H), 6.20-6.98 (m, &H), 5.52 (m, IH), 4.30 (m, IH), 4.06 (m, IH), 3.69 (m, IH), 
3,12 (m, IH), 2.10 (m, 3H), 1.27 (m, 3H); LCMS 3.07 min, m/z 516.10 (M+H*, C26H24CIF2N3O2S 
requires 516.00). 

4-chloro-N-(2,5-difluorophenyl)-N-(( 1 R)- 1 - {2-[2-(2-methyl- IH-imidazol- 1 - 
yl)ethyl]phenyl}ethyl)benzenesulfonamide (39 mg, 0.075 mmol) was dissolved in CH2CI2 (2,0 mL) and 
30 treated with HCl - Et20 solution (1.0 M, 83 ^iL) at 25 ^C for 15 min. Solvents were removed in vacuo 
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and chromatography afforded 4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[2-(2.methyl-lH- 
imidazol-l-yl)ethyl]phenyl}ethyl)benzenesulfonamide hydrochloride (26 mg, 61%) as white solid: m.p. 
190.5-192.0 °C; Rf 0.38 (10:1, CHjCU-methanol); 'H NMR (CDjOD, 300 MHz) 5 7.39-7.67 (m, 5H), 
7.29 (m. IH), 6.18-7.12 (m, 7H), 5.67 (q, IH. J = 6.9 Hz), 4.44 (m, IH), 4.35 (m, IH), 3.59 (m, IH), 
3.25 (m, IH), 2.27 (m, 3H), 1.31 (d, 3H, J = 6.6 Hz); LCMS 3.07 min, nUz 516.05 (M+H*-HC1, 
C26H24ClF2N302SHa requires 516.00). 

The following compounds were prepared using the preparative schemes described in the 
previous Examples. 

EXAMFLE415 

4-chIoro-N-(2,5-difIuorophenyl)-N-((lR)-l-{2-[2-(lH-tetraazol-l- 
yl)ethyl]phenyl}ethyl)benzenesulfoDamide 

Rf 0.16 (10:5, hexanes:ethyl acetate); 'H NMR (CDClj, 300 MHz) 5 8.75 (s, IH), 7.42-7.74 (m, 
4H), 6.30-7.20 (m, 7H), 5.94 (m, IH), 4.98 (m, IH), 4.75 (m, IH), 3.56 (m, 2H), 1.40 (d, 3H. J = 6.9 
Hz); LCMS 3.56 min, m/z 504.05 (M+H*, C23H20CIF2N5O2S requires 503.95). 

EXAMPLE 41l6 

4-cUoro-N-(2,5-difluorophenyI)-N-((lR)-l-{2-[2-(2H-tetraazol-2- 
yI)ethyl]phenyl}ethyl)benzenesuIfonamide 

Rf 0.40 (10:4, hexanes:ethyl acetate); 'H NMR (CDCI3, 300 MHz) 8 8.55 (s, 1 H), 7.63 (m, 
2H), 7.41 (m, 2H), 6.45-7.14 (m, 7H), 5.88 (m. IH), 5.01 (m, 2H), 3.80 (m, IH), 3.52 (m, IH). 1.45 (m, 
3H); LCMS 4.37 min, m/z 526.05 (M+Na*, C23H20CIF2N5O2S requires 503.95). 
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EXAMPLE 417 

Rf= 0.25 (15:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) 8: 7.45-6.61 (m, 1 IH). 5.78 
(q, IH), 3.65-3.52 (m, 2H), 3.00 (m, IH), 2.66-2.55 (m, IH), 1.79-1.59 (m, 2H), 1.43-1.30 (m, 3H). 
5 0.84 (d,9H), 0.01 (d.6H). 

EXAMPLE 418 

Rr= 0.23 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) 5: 7.66-7.60 (m, 2H), 7.42- 
7.40 (m, 2H), 7.19-6.59 (m, 7H), 5.94 (q, IH), 3.83-3.76 (m, 2H), 3.21-3.11 (m, IH), 2.87-2.77 (m, 
10 IH), 2.01-1.88 (m, 2H), 1.72 (t, IH), 1.53 (m, 3H). 

EXAMyLE419 

Rf= 0.30 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) 8: 7.65 (m, 2H), 7.42 (m, 
2H), 7.18-6.29 (m, 7H), 6.93 (m, IH), 4.36 (m, 2H), 3.24 (m, IH), 3.10 (s, 3H), 2.87 (m, IH), 2.14 (m, 
15 2H), 1.53(m,3H). 

EXAMPLE 420 

4w:Moro-N-<2,5-difluorophenyl)-N-{2-[3-(l-piperidinyl)propyl]beiizyl}beiizenesalfonanude 

Rr= 0.25 (9:l;DCM:methanol). 'H NMR (CD30D)5(ppm):7.75-7.62 (m, 4H), 7.19-6.89 (m, 
20 7H), 4.76 (s, overlaps HOD, 2H), 2.95-2.85 (m, 8H), 2.1 1-1.95 (m, 2H), 1.81-1.75 (m, 4H), 1.65-1.55 
(m, 2H). LC-MS calculated for C27H30CIF2N2O2S : 519. Observed 519 (M+). 
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EXAMPLE 4 21 

4-chloro-N-(2,5-difluoroplienyl)-N-((lR)-l-{2-[3-(lH-imidazol-l- 
yl)propyl]phenyl}ethyl)beiizenesulfonamide hydrochloride 

5 Rf= 0.34 (19:l;DCM:methanol). 'H NMR (CD3OD) 5 (ppm):7.74 (s, IH), 7.70-7.57 (m, 4H), 

7.24 (s, IH), 7.22-6.61 (m, 8.5H), 6.3 (brm, 0.5H), 5.87 (q, IH), 4.19 (t, 2H). 3.02-2.81 (m. 2H), 2.21- 
2,1 1 (m, 2H), 1.51-1.49 (m, 3H). LC-MS calculated for C26H24CIF2N3O2S : 516. Observed 516 (M+). 

EXAMPLE 422 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-(3-(lH-l,2,4-triazoH- 
1 0 yl)propyI] phenyl}ethy!)beiizenesulfonaiiiide 

Rf= 0.29 (19:l;DCM:methanol). 'H NMR (CDCI3) 5 (ppm): 8.19 (s, IH), 8.00 9s, IH), 7.67- 
6.30 (m, IIH), 5.92 (q, IH), 4.36 (t, 2H), 3.17-3.07 (m, IH), 2.91-2.82(m, IH), 2.38-2.22(m, 2H), 1.49 
(br, 3H). LC-MS calculated for C2SH23CIF2N4O2S : 517. Observed 517 (M+). 

15 EXAMPLE 423 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-l3-(2H-tetraazol-2- 
yl)propyl]phenyl}ethyl)beiizenesulfonaiiiide 



Rf= 0.50 (3:1 hexanesrethyl acetate). 'H NMR (CDCI3) 8 (ppm): 8.81 (Ss, IH), 7.69-6.24 (m, 
20 11), 5.93 (q, IH), 4.65 (t, 2H), 3.15-2.85 (m, 2H), 2.55-2.25 (m, 2H), 1.31(d, 3H). LC-MS calculated 
for C24H22CIF2N5O2S : 5 1 8. Observed 215 (M*- 303). 
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EXAMPLE 424 

4-chloro-N-(2,5-dinuorophenyl)-N-((lR)-l-{2-[3-(lH-tetraazoH- 
yl)propyl]phenyl}ethyl)beiizenesuIfonaiiiide 




Rf = 0.20 (2:1 hexanesrethyl acetate). 'H NMR (CDCI3) 8 (ppm): 9.23 (s, IH), 7.70-6.27 (m, 
UH), 5.92 (q, IH), 4.65 (t, 2H), 3.20-2.90 (m, 2H), 2.54-2.33 (m, 2H), 1.46 (d. 3H). LC-MS calculated 
for C24H22CIF2N5O2S : 518. Observed 518 (M+). 

EXAMPLE 425 

4-chloro-N-[5-chIoro-2-(hydroxymethyI)phenyl]-N-((lR)-l-{2-[3-(lH-imidazol-l- 
yl)propyl]phenyl}ethyl)benzenesulfonamide 




OH 



Rf= 0.29 (19:1 DCM:methanol). 'H NMR (CDCI3) 5 (ppm):7.74-(6.57 (m, 13H0, 6.28-6.19 (m, 
IH), 6.01-5.94 (m, IH), 0004.19-4.03 (m, 2H), 3.86-3.75 (m, IH), 3.42-3.16 (m, 2H), 2.93-2.83 (m, 
IH), 2.28-1.98 (m, 4H), 1.39 (d, 3H). LC-MS calculated for C27H27C12N3O3S: 544.5. Observed: 544.5 
(M+). 

EXAMPLE 426 

4-chloro-2-[[(4-chlorophenyl)sulfonyl]((lR)-l-{2-[3-(lH-imidazol-l- 
yl)propyI]phenyI}ethyl)aiiiino]beiizyl acetate 




Rf= 0.26 (19:1 DCM:methanol). 'H NMR (CDCI3) 6 (ppm): 7.68-6.76 (m, 14H), 6.23 (d, IH), 
5.97 (q. IH). 4.36 (d, IH). 4.15 (t, 2H). 3.58 (d. IH), 3.18-3.09 (m. IH). 2.97-2.88 (m, IH). 2.34-2.21 
(m, 2H), 1.89 (s, 3H), 1.43 (d, 3H). 
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EXA MP LE 4? 7 
4-chloro-N-(2,5-difluoropheiiyl)-N-((lR).l-{2-l3-(l- 
piperidinyl)propyl]phenyl}ethyl)beiizenesalfonamide hydrochloride 



Rf = 0.68 (9:1 DCMtmethanol). 'H NMR (CDjOD) 8 (ppm): 7.57-7.28 (m, 5H), 7.09-6.93 (m, 
3H), 6.68-6.10 (m, 3H), 5.74 9q, IH), 3.87-2.58 (m, 8H), 0.1.98-1.85 (m, 2H), 1.71-1.61(m, 4H), 1.49- 
1.16 (m, 5H). ). LC-MS calculated for C28H31CIF2N2O2S: 533. Observed: 533 (M+). 



A solution of 9-BBN in THF (0.5 M, 91 mL, 45 mmol) was added dropwise to a solution of 
allyloxy-/ert-butyldimethylsilane (8.7 g, 50 nunol) in THF (25 mL) at 0 "C under Ar. The mixture was 
stirred at 0 °C for 1 h, then at 60 °C for additional 1 h. the solution was then cooled to 25 "C. To the 

15 generated solution at 25 °C, were added compound 19 (8.85 g, 40 mmol), PdC^dppf) (990 mg, 1.2 
mmol) and 3 M NaOH aqueous solution (13.5 mL, 40.4 mmol). The mixture was refluxed at 60 "C for 
12 h. The solution was extracted with CH2CI2 and the combined organic solution was washed with sat. 
NH4CI solution and sat. NaCl solution, then dried over MgS04. Chromatography afforded the desired 
product (21) (11.4 g, 90%) as colorless syrup: Rf 0.12 (10:1, hexanes:ethyl acetate); 'H NMR (CDCI3, 

20 300 MHz) 5 7.41 (m, IH), 7.69 (m, 2H), 5.09 (m, IH), 3,58 (m, 2H), 2.66 (m, 2H), 2.11 (s, IH), 1.73 
(m, 2H), 1.39 (m, 3H), 0.84 (s, 9H), -0.01 (s, 3H), -0.02 (s, 3H). 



Rf 0.30 (10:5, hexanestethyl acetate); 'H NMR (CDCI3, 300 MHz) 5 7.65 (m, 2H), 7.42 (d, 2H), 
25 7.00 (m, 2H), 6.91 (m, IH), 6.33-6.74 (m, 3H), 5.92 (q, IH, J = 6.6 Hz), 3.79 (s, 2H), 3.15 (m, IH), 
2.82 (m, IH), 2.68 (s, IH), 1.92 (m, 2H), 1.51 (m. 3H); LCMS 3.55 min, m/z 501.15 (M+H^+HjO, 
C23H2JCIF3NO3S requires 483.94). 



EXAMPLE 428 



10 




EXAMPLE 429 
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EXAMPLE 430 

4-chloro-N-(2^ifluorophenyl)-N-(l-{4-flaoro-2-(3-(lH-iniidazol-l- 
yI)propyl]phenyl}ethyl)beiizenesalfonamide hydrochloride 

Rf= 0.44 (10:l;DCM:methanol). 'H NMR (CDjOD) 5 (ppm):7.93-6.37 (m, 13H), 5.89 (m, IH), 
4.16 (t, 2H), 3.10-2.85 (m, 2H), 2.31-2.17 (m. 2H), 1.52-1.50 (m. 3H). LC-MS calculated for 
C26H23C1F3N30^S : 534. Observed 534 (M+). 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-[3-(lH-iiiiidazoH- 
yl)propyllphenyl}ethyl)benzenesulfonaiiiide hydrochloride 




Rf = 0.38 (19:l;DCM:methanol). 'H NMR (CDCI3) 5 (ppm): 9.64 (s, 0.4H), 9.56 (s, 0.6H), 
7.71-7.40 (m, 6H). 7.02-6.20 (m, 6H), 5.92 (q, IH), 4.62-4.47 (m, 2H), 3.15-2.95 (m. 2H). 2.57-2.22 
(m, 2H), 1.41 (d, 3H). LC-MS calculated for C26H23CIF3N3O2S : 534. Observed 534 (M+). 

EXAMP]LE432 

4-chloro-N-(2,5-difluorophenyI)-N-((lR)-l-{4-fluoro-2-[3-(lH-l,2,4-triazol-l- 
yl)propyllphenyl}ethyl)benzenesulfonanude 




Rf = 0.38 (1:1 hexanes:ethyl acetate). 'H NMR (CDCI3) 6 (ppm): 8.19 (s, IH), 8.01 (s, IH), 
7.67-7.45 (m. 4H), 6.70-6.28 (m, 6H), 5.87 (q, IH), 4.34 (t, 2H), 3.11-2.98 (m, IH), 2.91-2.80 (m, IH). 
2.38-2.22(m, 2H), 1.46 (d, 3H). LC-MS calculated for C2SH22CIF3N4O2S : 535. Observed 535 (M+). 
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EXAMPLE 433 

4-chIoro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-(3-(2H-tetraazol-2- 
yl)propyllphenyl}ethyl)beiizenesulfonaiiiide 




Rf = 0.33 (3:1 hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 8.58 (s, IH), 7.66-7.32 (m, 
4H0, 7.01-6.31 (m, 6H), 5.84 (q, IH), 4.83 (dt, 2H). 3.17-3.07 (m, IH), 2.88-2.78 (m, IH), 2.43 (p, 2H), 
1.52 (d, 3H). LC-MS calculated for C24H21CIF3NSO2S : 536. Observed 233 (NT-SOS). 

EXAMPLE 434 

4-cliioro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-nuoro-2-[3-(lH-tetraazol-l- 
yl)propyl]phenyI}ethyl)beiizenesuIfonainide 



Rf = 0.50 (1:1 hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 8.79 (s, IH), 7.69-7.46 
(m,4H0, 7.02-6.23 (m, 6H). 5.92-5.84 (m, IH), 4.66 (t, 2H), 2.39 (t, 2H), 2.49-2.31 9m, 2H). 1.43 (d, 
3H). ). LC-MS calculated for C24H2,C1F3N502S : 536. Observed 233 OVr-303). 



Rf = 0.42 (19:1 DCM:methanol). 'H NMR (CDCI3) 5 (ppm): 7.62 (m, 2H), 7.47-7.37 (m, 2H), 
7.00-6.50 (m, 6H). 5.90 (q, IH), 3.08-2.98 (m. IH), 2.70-2.60 (m. IH), 2.53-2.38 (m, 6H), 1.92-1.82 
(m, 2H), 1.70-1.63 (m, 4H), 1.51 (d, 3H0, 1.50-1.44 (m, 2H). LC-MS calculated for C28H30CIF3N2O2S: 
551. Observed 551 (M+). 




EXAMPLE 435 
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EXAMPLE 436 

4-chloro-N-(2,5-<iiOuorophenyl)-N-((lR)-l-{4-fluoro-2-(3-(4-methyl-l- 
piperazinyl)propyI]phenyi}ethyl)beiizenesulfonaiiiide 




Rf = 0.4 (9:1 DCM:methanol). 'H NMR (CDCI3) 6 (ppm): 7.76-7.51 9m, 2H), 7.42-7.37 (m, 
2H), 7.02-6.55 (m, 6H), 5.87 (q, IH), 3.10-3.00 9m, IH), 2.67-2.28 (m. 12H), 1.87-1.75 (m, 2H), 1.58- 
1.45 (m, 3H). LC-MS calculated for CzsHjiCIFzNjOjS: 566. Observed 566 (M+). 

EXAMPLE 437 

4-chloro-N-(2,5-difluorophenyl)-N-[(lR)-l-(4-nuoro-2-{3-(2-(trifluoromethyl)-lH-iinidazol-l- 

yl]propyl}phenyl)ethyl]benzenesulfonaniide 

Rf= 0.32 (5:2; hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.74-7.40 (m, 6H), 7.01-6.23 
(m, 6H), 5.87 (q, IH), 4.19 (t, 2H), 3.01-2.96 (m, 2H), 2.32-2.16 (m, 2H), 1.44 (d, 3H). LC-MS 
calculated for C27H22CIF6N3O2S: 602. Observed: 602 (M+). 

EXAMPLE 438 

Numerous compounds according to the invention can be prepared employing the general 
scheme set forth in SCHEME 438. 
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Using the preparative scheme outhned in Example 438, the compounds of Examples 439-448 
were prepared. 

EXAMPLE 439 
4-chIoro-N-(2,5-difluorophenyl)-N-[(lR)-l-(4-fluoro-2-{4- 
S |(inethylamino)sulfonyl]butyl}phenyl)ethyl] benzenesulfonamide 



o 




Rf= 0.19 (2:1; hexanes:ethyl acetate). 'H NMR (300MHz CDCI3) 5: 7.70-7.45 (m, 4H), 7.01- 
6.32 (m, 6H), 5.89 (q, IH), 4.95 (m, 2H), 3.22-3.07 (m, 3H), 2.81-2.80 (m overlaps d, 4H), 2.03-1.84 
(m, 4H), 1.49 (br, 3H). LC-MS calculated for C2SH26CIF3N2O4S2 [M+] 575 Observed 272 (lvr-303). 

10 EXAMPLE 440 

4-chloro-N-(2,5-difluoropbenyl)-N-[(lR)-l-(2-{4-[(ethylamino)sulfonyl]butyl}-4- 
fluorophenyl)ethyl]beiizenesttlfonamide 




Rf= 0.23 (3:1; hexanes:ethyl acetate). 'H NMR (300MHz CDCI3) 6: 7.70-7.42 9m, 4H), 7.01- 
15 6.29 (m, 6H), 5.88 (q, IH), 4.61 (t, IH), 3.31-3.07 (m, 5H), 2.86-2.72(m, IH), 2.03-1.78 (m, 4H), 1.48 
(br, 3H), 1.21(t, 3H). LC-MS calculated for C26H28aF3N204S2 [M+] 589; Observed: 286 (M*-303). 

EXAMPLE 441 
4-chloro-N-(2,5-difluorophenyI)-N-((lR)-l-{4-fluoro-2-14-(4- 
tliioinorpholinylsulfonyl)butyl]phenyl}ethyl)beiizenesttlfonainide 



0 




Rf = 0.41 (3:1; hexanes:ethyl acetate). 'H NMR (300MHz CDCI3) 6: 7.70-7.40(m, 4H), 7.01- 
6.28(m, 6H), 5.88 (q, IH), 3.65-3.60 (m, 4H), 3.17-3.05 (m, 3H0, 2.83-2.69 (m, 5H), 2.10-1.81 (m, 
4H), 1.50 (br d, 3H). LC-MS calculated for C28H3oClF3N204Sj [M+] 647.2; Observed: 647. 
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EXA M PLE 443 

4-chloro-N-(2,5-dinuorophenyl)-N-l(lR)-lK2-{4-I(l,l-dioxido-4-thiomorphoUnyl)sulfonyIlbutyI}- 

4-fluorophenyl)ethyl]beiizenesulfoaaiiiide 



o 



5 Rf = 0.32 (2:1; hexanesxthyl acetate). 'H NMR (300MHz CDClj) 6: 7.70-7.38 (m, 4H). 6.90- 

6.31 (m, 6H), 6.00 (m, IH), 4.10-3.98 (m, 4H), 3.41-2.92 (m, 8H), 2.22-1.93 (m. 4H), 1.58 (d, 3H). LC- 
MS calculated for C28H30CIF3N2O6S3 [M+] 679.2; Observed: 376 (Nr-303). 

EXAMFLE443 
4-chloro-N-(2,5-difluorophenyl)-N-[(lR)-l-(4-fluoro-2-{3- 
1 0 [(methyIamino)sulfonyl]propyI}phenyI)ethyl]beiizenesuIfonamide 

Rf= 0.18 (3:1 hexanes:ethyl acetate) 'H NMR (300MHz CDCI3) 5: in\-lAl (m, 4H), 7.01- 
6.30 (m, 6H), 5.94-5.91 (br, IH), 4.73 (br. IH). 3J4-3.22 (m. 3H), 3.05-2.83 (m. 4H), 2.20 (br, 2H), 
1.45 (s, 3H). LC-MS calculated for C24H24CIF3N2O4S2 [M+] 561; Observed: 258 (M*-303). 

15 E X AMPLE 444 

4-ch[oro-N-(2,5-difluorophenyl)-N-[(lR)-l-(2-{3-[(ethylamino)sulfonyllpropyl}-4- 
fluorophenyl)ethyI]beiizenesulfonainide 

Rf = 0.30 (3:1 hexanes:ethyl acetate) 'H NMR (300MHz CDCI3) 5: 7.72-7.60 (m, 2H), 7.49- 
20 7.42 (m, 2H), 7.05-6.30 (m, 6H), 5.95-5.88 (q, IH), 4.79-4.75 (t, IH), 3.25-3.17 (m, 5H), 3.00-2.92 (m, 
IH), 2.24-2.14 (m, 2H), 1.48-1.46 (m, 3H), 1.25-1.18 (m, 3H). LC-MS calculated for 
C2SH26CIF3N2O4S2 [M+] 575; Observed: 272 (M*-303). 
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EXAMPLE 445 

4-chloro-N-(2,5-difluorophenyl)-N-[(lR)-l-(2-{3-[(dimethylamino)sulfonyl]propyl}-4- 
fluorophenyl)ethyIIbeiizenesulfonaiiiide 

5 Rf= 0.26 (3:1 hexanes:ethyl acetate) 'H NMR (300MHz CDCI3) S(ppm): 7.68-7.47 (m, 4H), 

7.08-6.30 (m, 6H), 5.89 (br, IH), 3.14-2.88 (m, lOH), 2.22 (m, 2H) 1.48-1.46 (br, 3H). LC-MS 
calculated for C2SH26CIF3N2O4S2 [M+] 575; Observed: 575. 

EXAMPLE 446 

4-chloro-N-[(lR)-l-(2-{3-l(diethylammo)sulfonyl)propyl}-4-fluorophenyl)ethyll-N-(2,5- 
10 difluorophenyi)benzenesulfonainide 

Rf= 0.35 (3:1 hexanes:ethyl acetate) 'H NMR (300MHz CDCI3) ^(ppm): 7.69-7.44 (m. 4H), 
7.03-6.31 (m. 6H), 5.88-5.86 (q. IH), 3.37-3.09 (m, 8H), 2.20-2.15 (m, 2H), 1.49-1.47 (m, 3H). 1.25- 
1.19 (m,6H). LC-MS calculated for C27H3oClF3N204S2[M+] 603; Observed: 603. 

IS ]EXAMPI.E447 

4-chloro-N-(2,5-diclilorophenyl)-N-[(lR)-l-(4-fluoro-2-{4- 
[(methylamino)sttlfonyl]butyl}phenyl)ethyl]beiizenesulfonaiiiide 




11 N 
O H 



Rf= 0.27 (2:1 hexanes:ethyl acetate) *H NMR (300MHz CDCI3) S(ppm): 7.71 (d, 2H), 7.50- 
20 7.47 (d, 2H). 7.36-7.15 (m. 2H), 6.91-6.72 (m. 2H), 6.56-6.37 (m, 2H), 5.92-5.77 (m, IH), 4.60-4.48 
(m. IH). 3.24-3.12 (m, 3H), 2.84-2.69 (m, 4H), 2.06-1.74 (m, 4H), 1.44-1.37 (m, 3H). LC-MS cacld 
for C25H26CI3FN2O4S2 [MH+] 608; Observed: 608. 
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EXAMPLE 448 
4-cbloro-N-(5-chloro-2-fluorophepyl)-N-[(lR)-l-(4-fluoro-2-{4- 
|(inethylamino)siilfonyl]butyl}phenyl)ethyl]beiizenesulfonamide 



0 




Rf= 0.22 (2:1 hexanes:ethyl acetate) 'H NMR (300MHz CDCI3) S(ppm): 7.68-7.58 (m, 2H), 
7.49-7.41 (m, 2H), 7.25-6.51 (m, 6H), 5.91-5.89 (m, IH), 4.50-4.48 (br, IH), 3.21-3.01 (m, 3H), 2.84- 
2.82 (m, 4H), 2.01-1.83 (m, 4H), 1.49-1.47 (br, 3H). LC-MS calculated for C2SH26CI2F2N2O4S2 [M+] 
591; Observed: 288(M*-303). 



EXAMPLE 449 

4-chloro-N-phenyl-N-[2-(3-sulfanylpropoxy)benzyl]benzenesulfonaiiiide 




Numerous compounds according to the invention can be prepared employing the general 
scheme set forth in SCHEME 449. 
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To a stirred solution of N^2-(3-broniopropyloxy)benzyl 4-chlorobenzenesulfanilide (200 mg, 
0.4 nimol)in DMF (5 mL) was added the potasium salt of thio acetic acid (92 mg, 0.81 mmol). The 
reaction mixture was then warmed to 60 After 3 h, the reaction mixture was cooled to room 
temperature, diluted with ethyl acetate(25 mL), washed with saturated bicarbonate solution (3x 10 mL) 
and saturated brine (2x 10 mL), dried with MgS04, filtered and concentrated under reduced pressure to 
isolate a colorless oil which was purified by Si02 chromatography (7:1, hexanes:ethyl acetate) to 
afforded the desired product (130 mg, y: 63%). Rf = 0.25 (20% ethyl acetate/hexanes) NMR (300 
MHz, CDCI3) S(ppm): 7.60-7.56 (m, 2H), 7.46-7.42 (m, 2H), 7.36 (dd, IH), 7.23-7.7.12 (dd, 2H), 6.85 
(t, IH), 6.70 (d, IH), 4.82 (s, 2H), 3.85 (t, 2H), 2.95 (t, 2H), 2.33 (s, 3H), 1.92 (q, 2H), ''C NMR (75 
MHz,CDCl3) S(ppm): 196.0, 156.7, 139.6, 139.4, 137.5, 130.7, 129.5, 129.3, 129.3, 128.3, 124.5, 
121.0, 111.3,66.4,49.8,31.1,29.6,26.2. 

A stirred solution of thio acetate analog prepared above (100 mg, 0.2 mmol) at °C in ethanol 
(5 mL) was vigorously degassed for 0.5 h, then a solution of degassed 1.0 N NaOH (0.4 mL, 0.4 
mmol) was added. The reaction mixture was allowed stir at 0 for Ih, warmed to room temperature 
and stirred at room temperature for Ih, then diluted with degassed ethyl acetate (20 mL), washed with 
saturated bicarbonate solution (3x 10 mL), 10% aqueous HCl (3x 10 mL), dried with MgS04, filtered 
and concentrated under reduced pressure to isolate a white solid. The crude material was purified by 
chromatography on Si02 (4:1 hexanes:cthyl acetate) to give 40 mg of product (y: 44%). Rf = 0.25 (20% 
ethyl acetate/hexanes) *H NMR (300 MHz, CDCI3) 5 (ppm): 7.58-7.56 (m, 2H), 7.47-7.54 (m, 2H), 
7.34-7.14 (m, 5H), 6.99 (m, 2H), 6.87-6.73 (dt, 2H), 4.78 (s, 2H), 3.92 (t, 2H), 2.63 (q, 2H), 1.96 (q, 
2H), 1.35 (t, 1H).''CNMR(75 MHz, CDCI3) 5 (ppm): 159.1, 141.9, 141.8, 139.9, 133.1, 131.8, 131.8, 
131.7, 131.6, 130.6, 126.7, 123.2, 113.7, 68.2, 52.2, 35.8, 24.0. 

Using the preparative scheme outlined above, the compounds of Examples 450-464 were 
prepared. 



JE XAM P I ^ E 45 0 
N-(2,5-difluorophenyl)-4-(phenylsulfanyl)-N-.{2-[3- 
(phenylsulfanyl)propoxy]benzyl}beiizenesulfonamide 
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Rf= 0.54 (4:1 hexanestethyl acetate). 'H NMR (300 MHz, CDClj) S(ppm): 7.63 (d, 2H), 7.54- 
7.50 (m, 5H), 7.33-7.26 (m. 6H), 7.18 (t, 5H), 6.97 (m, IH), 6.87-6.79 (m, 2H), 4.70 (s, 2H). 3.94 (t, 
2H), 3.08 (t. 2H), 1.90-1.86 (m, 2H). 

EXAMPLE 45H 

4-chloro-N-(2,5-dIfluorophenyl)-N-{2-I3-(phenylsulfanyI)propoxy]benzyl}beiizenesuIfonamide 

Rr= 0.45 (6:1 hexanes:eihyl acetate). 'H NMR (300 MHz. DMSO) S(ppm): 7.72 (q. 4H), 7.34- 
7.18 (m. 8H), 7.00-6.98 (m, 2H), 6.89-6.80 (m, 2H), 4.73 (s, 2H), 3.95 (t. 2H), 3.09 (t. 2H), 1.91-1.87 
(m,2H). 

EXAMPLE 452 

4-chloro-N-(2^diauorophenyl)-N-{2-[3-(phenylsulfonyl)propoxy]beiizyl}beiizenesulfonamide 

Rf= 0.40 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz. CDCU) <J(ppm): 7.96 (d, 2H). 7.68- 
7.54 (m. 5H), 7.47 (d, 2H). 7.19-7.10 (m, 2H). 6.93-6.68 (m, 5H). 4.77 (s, 2H), 3.97 (t, 2H). 3.38 (t, 
2H), 2.24-2.15 (in,2H). 

EXAMPLE 453 

4-chloi^N-{2-[3-(cydohexylsuIfanyl)propoxy]benzyl}-N-(2^-dmaorophenyl)beiizenesulfonai^^ 

Rf = 0.26 (5% methanol! in DCM), 'H NMR (300 MHz. CDCU) S(ppm): 7.66 (d, 2H), 7.47 (m. 
2H), 7.28-7.15 (m, IH). 7.00 (d, IH), 6.90 (m, 2H), 6.75 (m, 3H), 4.81 (s, 2H), 3.92 (m. 2H), 2.66 (m, 
3H), 1.94 (m. 4H), 1.75 (m. 2H), 1.60 (m. 2H). 1.28 (m, 4H). 
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EXAMPLE 4S4 

4-chloro-N-{2-[3KcyclohexyIsulfonyI)propoxy]benz^}-N-(2^difluoropbenyl)benzenesaIfonaiiiide 

Rf= 0.29 (3:1 hexanesrethyl acetate), 'H NMR (300 MHz, CDClj) <?(ppm) : 7.65 (d, 2H), 7.48 
(d, 2H), 7.18 (t, IH), 7.80 (d, 2H), 6.90 (m, 2H), 6.76 (m, 3H), 4.78 (s, 2H), 4.10 (t, 2H). 3.29 (t, 2H), 
2.94 (m, IH), 2.35 (m, 2H), 2.22 (d, 2H), 1.90 (m, 2H), 1.72-1.19 (m, 6H). MS calculated for 
CzsHjoClFzNOjSz, [MNa*] 620; Observed: 620. 

EXAMPLE 45g 

4-cliloro-N-{2-[3-(cyclohexylsuIfinyl)propoxylbeiizyl}-N-(2,5-difluorophenyl)benzenesulfonamide 

Rf= 0.32 (1:1 hexanes:elhyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm): 7.64 (d, 2H), 7.47 
(d, 2H), 7.19 (t, IH), 7.08 (d, 2H), 6.92-6.87 (m, 2H), 6.80-6.76 (m, 3H), 4.79 (s, 2H), 4.16-3.98 (m, 
2H), 3.12-3.03 (m, IH), 2.87-2.78 (m, IH), 2.67-2.60 (m, IH), 2.34 (m, 2H), 2.14 (d, IH), 1.95-1.69 
(m, 3H), 1.57-1.24 (m, 6H). MS calculated for C28H30CIF2NO4S2, [MH] 5 82; Observed: 582. 

EXAMPLE 45$ 

N-(4-broinophenyI)-4-chloro-N-{2-(3-(l-piperidinyl)propoxy]beiizyl}beiizenesulfonamide 

hydrocbloride 

Rf= 0.44 (6:1 hexanesrethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm): 7.67-7 M (m, 2H), 
7,48-7.44 (m, 2H), 7.35-7.32 (m, 2H), 7.31-7.15 (m, 3H), 6.91-6.70 (m, 8H), 4.77 (m, 2H), 3.94-3.86 
(m, 2H), 3.77 (m, 3H), 2.97-2.92 (m, 2H), 1.97-1.88 (m, 2H). MS calculated for C29H26CIF2NO4S2, 
[MNa*] 612; Observed: 612. 
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RYAMP1.E4S7 
4-chlbro-N-(2,5-difluorophenyl)-N-(2-{3-((4- 
methoxyphenyl)sulfonyl]propoxy}beiizyl)beiizenesiilfonaiiiide 




Rf= 0.42 (2:1 hexanes:ethyl acetate). 'H NMR (300 MHz, CDCU) <J(ppin): 7.87 (d, 2H), 7.63 
(d, 2H), 7.47 (d, 2H), 7.26-7.11 (m, 2H), 7.00 (d, 2H), 6.91-6.75 (m, 4H), 6.69 (d, IH), 4.74 (s, 2H), 
3.96 (t, 2H), 3.86 (s, 3H), 3.36-3.31 (m, 2H). 2.22-2.13 (m, 2H). MS calculated for CisHzeClFaNOsSz. 
[MNa*] 644; Observed: 644. 

EXAMPLE 458 
4-chloro-N-(2,5-difluorophenyl)-N-(2-{3- 1(4- 
inethoxyphenyl)suUinyl]propoxy}beiizyl)beiizenesulfonamide 

Rf= 0.23 (1:1 hexanes:ethyl acetate). 'H NMR (300 MHz, CDCI3) S(ppm): 7.66-7.54 (m, 4H), 
7.49 (d, 2H), 7.20-7.11 (m, 2H), 7.03 (d, 2H), 6.94-6.76 (m, 4H), 6.71 (d, IH), 4.76 (s, 2H), 4.05-3.84 
(m, 5H). 3.15-2.90 (m. 2H), 2.26-2.00 (m, 2H). ). MS calculated for C29H26CIF2NOSS2, [MNa*] 628; 
Observed: 628. 

EX AM PLE 45 9 
4-chloro-N-(2,5-dinuorophenyl)-N-(2-{3-((4- 
nitrophenyl)sulfonyl]propoxy}beii2yi)beiizenesulfonamide 




Rf= 0.56 (2:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) Sijppm) :8.40 (d, 2H), 8.25 
(d. 2H). 7.59 (d, 2H), 7.48 (d, 2H), 7.19-7.14 (t. IH), 6.89-6.82 (m, 3H), 6.75-6.64 (m. 3H), 4.73 (s. 
2H), 4.1 (t, 2H), 3.65 (m, 2H), 2.38-2.33 (m, 2H). 
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EXAMPLE 460 
4-chldro-N-(2,5-diauorophenyI)-N-(2-{3-[(4- 
iiitrophenyl)sulfanyl]propoxy}beiizyl)beiizenesulfonaiiiide 



Rf= 0.40 (6:1 hexanestethyl acetate), 'H NMR (300 MHz, CDClj) S(ppm): 8.12-8.09 (m, 2H). 
7.67-7.63 (m, 2H), 7.49-7.45 (m, 2H). 7.41-7.37 (m, 2H), 7.22-7.16 (m, IH), 7.12-7.09 (m, IH), 6.91- 
6.74 (m, 5H), 4.82 (s. 2H), 4.05 (t, 2H), 3.32 (t, 2H), 2.19 (m, 2H). 

EXAMPLE 461 
4-cliloro-N-(2,5-difluorophenyI)-N-(2-{3-[(4- 
nitrophenyl)sulfiiiyI] propoxy}beiizyl)beiizenesulfonaiiiide 



a; 



o 

o 



o 

Rf= 0.53 (1:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDClj) Sippm): 8.36 (d, 2H), 7.93 
(d, 2H), 7.64 (d, 2H), 7.50 (d, 2H), 7.17 (m, IH), 6.91-6.80 (m, 3H), 6.74-6.65 (m, 3H), 4.76 (s, 2H), 
4.19-4.02 (m, 2H), ,356-3.47 (m, IH), 3.23-3.14 (m, IH), 2.47-2.41 (m, IHO, 2.17-2.13 (m, IH). 

EXAMPLE 462 

4-€hloro-N-{2-[2-^cyclohexylsulfinyl)etlioxy]benzyI}-N-(2,5-difluorophenyl)beiizenesulfonaiiiide 




.X) 



Rf= 0.35 (1:2 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) <J(ppm): 7.65 (d, 2H), 7.47 
(d, 2H), 7.22-7.11 (m, 2H), 6.94-6.80 (m, 5H), 4.84 (d, IH), 4.70 (d, IH), 4.47-4.27 (m, 2H), 3.19-3.10 
(m. IH), 2.94 (dt, IH), 2.65 (tt, IH), 2.14 (d, IH), 2.04-1.88 (m, 3H), 1.73 (m, IH), 1.59-1.25 (m, 4H). 
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EXAMPLE 463 



4-chloro-N-{2-[2-(cycIohexylsulfonyl)ethoxy]beiizyl}--N-(2^-dUluorophenyl)beiizenesulfonainide 



Rf= 0.30 (3:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm): 7.65 (d, 2H), 7.47 
(d, 2H), 7.26-7.18 (m, 2H), 6.97-6.81 (m, 5H), 4.78 (s, 2H), 4.35 (t, 2H), 3.38 (t, 2H), 2.92 (tr, IH), 
2.20 (d, 2H), 2.05 (m, 2H), 1 .74- 1 .55 (m, 3H), 1 .334- 1 .20 (m, 3H). 



4-chloro-N-{2-[2-(cyclohexylsulfanyl)ethoxy]benzyI}-N-(2,5-difluorophenyI)beiizenesulfonamide 



Rr= 0.30 (15:1 hexanes:ethyl acetate), 'H NMR (300 MHz, CDCI3) S(ppm): 7.67 (d, 2H), 7.56 
(d. 2H), 7.34 (d, IH). 7.19 (t, IH), 6.95-6.86 (m, 4H), 6.72 (d, IH), 4.79 (s, 2H), 3.93 (t, 2H), 2.74 (t, 
2H). 2.67 (m, IH), 1.95 (br, 2H), 1.77 (br, 2H), 1.63-1.27 (m, 6H). 

EXAMPLE 465 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[(ethylsulfonyl)methyl]-4- 
fluoropheayl}ethyl)beiizeiiesuIfonamide 



Rf = 0.4 (3:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.75-7.65 (m,2H), 7.55-7.44 
(m, 2H), 7.17-6.24 (m, 6H), 6.08 (q, IH), 5.56 (overlapping doublets, IH), 4.17 (overlapping 
doubletes, IH), 3.30-3.20 9m, 2H), 1.61-1.55 (m, 3H), 1.34 (d, 3H). LC-MS calculated for 
C»H2,C1F3N04S2 [M+] 532; Observed: 229 (M*-303). 




:0 



E XA M FI.E464 
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F.XAMPI.E466 

methyl 3-{|2-((lR)-l-{[(4-chIorophenyl)sulfonyll-2,5-difluoroanmno}ethyl)-5- 
fluorobeiizyl]sulfonyl}propanoate 

Rf= 0.50 (2:l;hexanes:ethyl acetate). 'H NMR (CDClj) 6 (ppm): 7.81-7.67 (m, 2H). 7.57-7.47 
(m, 2H). 7.17-6.27 (m, 6H), 6.15-6.03 (m, IH), 5.62-5.58 (overlapping doublets, IH), 4.26-4.22 
(overlapping doublets, IH), 3.80 (s, 3H), 3.72-3.51 (m, 2H), 3.12-3.05 (m, 2H), 1.39-1.25 (br, 3H). LC- 
MS cacld for C25H23CIF3NO6S2: 590. Observed : 608 (M* + H2O ). 

EXAMPLE 467 

3-{(2-((lR)-l-{((4-chIorophenyi)sulfonyIl-2,5-difluoroaiiilino}ethyI)-5- 
fluorobenzyl]sulfonyl}propanoic acid 

0 

Rf= 0.55 (6:l;DCM:methanoll). 'H NMR (CDjOD) 5 (ppm):7.83-7.54 (m, 4H), 7.21- 6.32 (m. 
6H), 6.10-6.07 (m, IH), 5.49-5.44 (m, IH). 4.64-4.53 (m, IH), 3.64-3.51 (m, 2H), 3.05-2.93 (m, 2H), 
1.38 (d, 3H). LC-MS cacld for C24H2,C1F3N06S2: 576. Observed : 576 (M* ). 

EXAMPLE 4W 

methyl (2R)-2-Ktert-butoxycarbonyl)aiiiinol-3-{lH(lR)-l-{|(4-chlorophenyl)suIfonyIl-2,5- 
diflaoroaiiilino}ethyl)-5-fluorobeiizyl]sulfanyI}propaiioate 




Rf= 0.47 (3:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 6 (ppm): 7.74-7.63(m. 2H). 7.49-7.39 
(m, 2H). 7.05-6.41(in. 6H), 6.05 (br, IH), 5.53 (br, IH), 4.68-4.62 (m. IH), 4.47-4.38 (m, IH), 3.81- 
3.76 9m, 4H0, 3.07-2.97 (m, 2H), 1.48-1.37 (br overlaps s, 12H). LC-MS cacld for C3oH32ClF3N206S2: 
673. Observed : 573 (M* - Boc). 
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2iO 

EXAMPLE 469 

methyl (2R)-2-[(tert-butoxycarbonyl)aiidno]-3-{[2-<(lR)-l-{[(4-chlorophenyl)suIfonyl]-23- 
diflaoroaiiiUno}ethyl)-5-fluorobenzyl]sulfonyl}propanoate 

o 



Rf = 0.25 (3:l;hexanes:ethyl acetate). 'H NMR (CDClj) 5 (ppm): 7.80—7.69 (m, 2H), 7.58- 
7.47 (m,2H), 7.16-7.01 (m, 2H), 6.89-6.62 (m, 3H), 6.31-5.91 (m, 2H). 5.61 (br, IH), 4.91 (br, IH), 
4.31-4.21 (m, IH), 3.92-3.84 (m overlaps s, 5H), 1.50 (s, 9H), 1.36-1.34 (br, 3H). LC-MS cacld for 
CJ0H32CIF3N2O8S2: 705. Observed : 605 (M* - Boc). 

EXAMPLE 470 

methyl 2-aiiiino-3-{l2-((lR)-l-{[(4-chIorophenyl)sulfonyl]-2,S-difluoroanilino}ethyl)-5- 
fluorobeiizyl]sulfonyl}propanoate hydrochloride 

o 




Rf= 0.50 (2:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 8 (ppm): 7.76-7.64 (m, 2H), 7.53-7.43 
(m, 2H), 7.24-7.16 (m, IH), 7.05-6.33 (m, 5H), 6.13 (br, IH), 5.57 9d, IH), 4.82-4.68 (m, 2H), 3.84-3.0 
(br overlaps s, 7H), 137-1.35 (br, 3H).. LC-MS cacld for C25H24CIF3N2O6S2: 604. Observed : 605 
(MH^). 

EXAMPLE 471 

methyl (2S)-2-l(tert-butoxycarbonyl)aminol-3-{l2-((lR)-l-{[(4-chIorophenyl)sulfonyll-2,5- 
diflaoroanilino}ethyI)-5-fluorobeiizyl]sulfonyl}propanoate 



O 

f 




Rf= 0.25 (2:l;hcxanes:ethyl acetate). 'H NMR (CDCI3) <y(ppm): 7.76-7.63 (m, 2H), 7.53-7.41 
(m, 2H), 7.71-7.00 (m, 3H). 6.87-6.32 (m, 3H), 6.11-5.81 (m, 2H), 5.63 (m, IH), 4.81 (br, IH), 4.59- 
4.23 (m, IH), 3.94-3.88 (m. 2H), 3.85 (s, 3H), 1.48 (s. 9H). 1.37-1.35 (br, 3H). LC-MS cacld for 
C3oH32ClF3N208S2: 705. Observed : 605 (M* - Boc). 
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EXAMPLE 472 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-(2-(ethylsttIfoiiyl)ethyl]-4- 
fluorophenyl}ethyI)beiizenesulfonainide 



o 

J. 0 



Rf= 0.28(3 :l;hexanes:ethyl acetate). 'H NMR (CDCI3) S(ppm): 7.68-7.58 (m, 2H), 7.49-7.48 
(m, 2H), 7.05-6.41 (m, 6H), 5.89 (q, IH), 3.54-3.20(m, 6H), 1.50-1.41 (m, 6H). ). LC-MS calculated 
for C24H23CIF3NO4S2 546; Observed: 242 (NT-SOS). 

E X A M PLE 47 3 

methyl 3-({2-[2-((lR)-l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroaniliDo}ethyl)-5- 
fluorophenyl] ethyl}sulfanyl)propanoate 



^0 



0 ^ 

Rf= 0.33 (6:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 6 (ppm): 7.67-7.54 (m, 2H), 7.44-7.35 
(m, 2H), 7.00-6.28 (m, 6H), 5.93-5.81 (m,lH), 3.68 (s, 3H), 3.40-3.28 9m, IH), 2.99-2.65 (m, 7H), 1.53 
(br 3H). LC-MS cacld for C2«H2sClF3N04S2: 572. Observed : 269 (M*- 303). 

EXAMPLE 474 

methyl 3-({2-[2-((lR>-l-{[(4-clilorophenyl)sulfonyl]-2,5-difluoroaniUno}ethy0-5- 
fluorophenyl]ethyl}sulfonyl)propanoate 



Rf= 0.50 (2:l;hexancs:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.72-7.59 (m, 2H), 7.50-7.40 
9m, 2H), 7.08-6.42 (m, 6H), 5.97-5.83 (m, IH), 3.72 (s. 3H), 3.57-3.34 (m, 6H), 2.98(t, 3H). 1.50-1.38 
(br, 3H). LC-MS cacld for CieHjsClFsNOfiSa: 640. Observed : 621 (M^H- H2O ). 
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EXAMrLE475 

3-({2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniUno}ethyI)-5- 
fluorophenyl] ethyl}sulfonyl)propanoic acid 

O -O-H 

s- 

6 



Rf= 0.48 (10:l;DCM:methanoll). 'H NMR (CDjOD) <y(ppm): 7.89-7.63 (m, 2H), 7.58-7.51(m, 
2H), 7.21-7.00 (m, 3H), 6.89-6.45 (m, 3H), 5.95-5.90(m, IH), 3.60-3.50 (m, 4H), 3.23-3.22 (m, 2H), 
2.91-2.83 (m, 2H), 1.55-1.42 (br, 3H). LC-MS cacld for C2SH23CIF3NO6S2: 589. Observed : 589 (M* ). 

EXAMPLE 476 

methyl ({2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-diflaoroaniIino}ethyI)-5- 
fluorophenyl] ethyl} sulfinyl)acetate 

Rf = 0.45 (l:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.75-7.58 (m,2H), 7.50-7.40 
(m, 2H). 7.08-6.88 (m, 3H), 6.88-6.42 (m, 3H), 5.92-5.87 (m,lH), 3.98-3.79 (m overlaps s, 5H), 3.59- 
3.21 (m, 4H), 1.49-1.44 (m. 3H). LC-MS cacld for C2SH23CIF3NO5S2: 574. Observed : 271 (M'-303 ). 

EXAMPLE 477 

methyl ({2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5- 
fluorophenyl]ethyl}sulfanyl)acetate 



'xr: 



o 



Rf= 0.40 (6:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.71-7.58 (m, 2H), 7.48-7.39 
(m. 2H), 7.01-6.33 (m, 6H), 5.90 (q, IH), 3.78 (s, 3H), 3.47-3.45 (m, 3H), 3.00-2.91 (m, 3H), 1.55-1.47 
(br, 3H). LC-MS cacld for C25H23CIF3NO4S2: 558. Observed : 255 (M*- 303). 
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E X A M PLE 47 8 

methyl ({2-[2-((lR)-l-{((4-€hlorophenyl)sulfonyI]-2^-diflaoroanilino}ethyl)-5- 
fluorophenyl]ethyl}sulfonyl)acetate 

Rf= 0.45 (2:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 8 (ppm): 7.71-7.61 (m, 2H). 7.51-7.39 
(m, 2H), 7.07-6.37 (m, 6H), 5.95-5.89(m. IH). 4.39-4.34 (m, IH), 4.15-4.10 (m, IH), 3.87 (s. 3H), 
3.75-3.61 (m, 3H), 3.41-3.31 (m. IH), 1.51-1.41 (br, 3H). LC-MS cacld for C25H23CIF3NO6S2: 590. 
Observed : 287 (M*- 303 ). 

EXAMPLE 479 

methyl ({2-(2-((lR)-l-{((4-chlorophenyl)sulfonyl|-2,5-difluoroanUino}ethyI)-5- 
fluoropheoyl]ethyl}sulfonyl)acetate 



Rf= 0.30 (10:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 6 (ppm): 7.71-7.57 (m, 2H), 7.44-7.37 
(m, 2H), 7.00-6.31 (m, 6H), 5.88 (q, IH), 3.21-3.09 (m, IH), 2.83-2.73 (m, IH), 2.62 (m, 2H), 2.16 (s, 
3H), 1.99-1.89 (m, 2H), 1.54 (br, 3H). ). LC-MS calculated for C24H23CIF3NO2S2 [M+] 514; Observed: 
211 (M'-SOS). 

EXAMPLE 480 

N-(2,5-diflaorophenyI)-N-((lR)-l-{4-fluoro-2-[3-(methylsulfanyl)propyl]phenyl}ethyl)-4- 

(methylsuIfanyl)beiizenesalfonamide 



O ,=y 

s 




Rf= 0.39 (5:l;hexanes:ethyl acetate). 'HNMR (CDCl) S(ppm): 7.64-7.50-(m, 2H), 7.23-7.15 
(m, 2H), 7.00-6.84 (m, 3H), 6.69-6.33 (m, 3H), 5.88-5.79 (m, IH), 2.21-3.10(m, IH), 2.78-2.72 (m, 
IHO, 2.61 9t, 2H), 2.49 9s, 3H0, 2.14 (s, 3H), 1.98-1.90 (m, 2H), 1.54-1,50 (br. 3H). ). LC-MS 
calculated for C2SH26F3NO2S3 [M+] 525; Observed: 548 (M+Na). 
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EXAMPLE 481 
4-chloro-N-(2,5-dinuorophenyl)-N-((lR)-l-{4-fluoro-2-|3- 
(niethylsulfonyl)propyl]phenyl}ethyl)beiizenesulfonamide 



o 



Rr= 0.19 (2:l;hexanes:ethyl acetate). 'H NMR (CDClj) 5 (ppm): 7.73-7.59 (m, 2H), 7.51-7.41 
(m, 2H), 7.05-6.30-(m, 6H), 5.91 (q, IH), 3.24-3.03 (m, 4H), 2.98 (s, 3H). 2.27-2.23 (m, 2H), 1.45 (d, 
3H). LC-MS calculated for C24H23CIF3NO4S2 [M+] 546; Observed: 243 (M*-303). 

EXAMPLE 482 

4-chloro-N-(2,5-difluorophenyl)-N-((lR)-l-{2-[3-(etIiylsulfanyl)propyl]-4- 
fluorophenyl} ethyQbenzenesulfonamide 

Rf= 0.31(10:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.68-7.54 (m, 2H), 7.44-7.38 
(m. 2H), 7.00-6.28 (m, 6H). 5.87 (q. IH), 3.22-3.08 (m, IH), 2.82-2.53 (m, 5H), 1.98-1.86 (m, 2H), 
1.55 (br, 3H), 1.30 (t, 3H). LC-MS calculated for CjsHzsClFjNOzSz [M+] 528; Observed: 225 (M*- 
303). 

EXAMPLE 483 

4-cIiloro-N-(2^difluorophenyI)-N-((lR)-l-{2-l3-(ethylsulfonyI)propyl]-4- 
fluorophenyl}ethyl)beiizenesaIfonaniide 

o 



Rf= 0.45(2:l;hexanes:ethyl acetate). 'H NMR (CDCI3) <y(ppm): 7.71-7.60 (m, 2H), 7.52-7.40 
(m, 2H), 7.01-6.31(in, 6H), 5.90 (q, IH), 3.22-2.87 (m, 6H), 2.33-2.19 (m, 2H), 1.45-1.40 (m, 6H). LC- 
MS calculated for C25H25CIF3NO4S2 [M+] 560; Observed: 257 (M^-303). 
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EXAMrL]E484 

N-(2,5-clifluorophenyI)-4-(ethylsulfanyl)-N-((lR)-l-{2-[3-(ethylsulfany0propyI]-4- 
fluorophenyl}ethyl)benzenesalfonaiiiide 




Rf = 0.49 (5:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 6 (ppm) : 7.68-7.50 (m, 2H), 7.29- 
7.21(m, 2H0, 7.04-6.33 (m, 6H), 5.88-5.76 (m, IH), 3.21-3.11 9m, IHO, 2.98 9q, 2H0, 2.83-2.71 (m, 
IH), 2.68-2.56 (m overlaps q, 4H), 1.95-1.93 9m, 2H), 1.52-1.49 (br, 3H0. 1.33 (t, 3H), 1.27 (t, 3H). 
LC-MS cacld for C27H30F3NO2S3: 553, Observed : 576 (Nf+Na ). 

EXAMPLE 48S 

methyl (2R)-2-[(tert-batoxycarbonyl)aiiiiiio]-3-({3-(2-((lR)-l-{[(4-chloropbenyl)sulfoiiyI]-2,S- 
difluoroaiiilino}ethyl)-5-fluorophenyl]propyl}sulfanyl)propanoate 

o 

Is.^sL^ NHBoe 

Rf = 0.50 (3:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.71-7.58 (m, 2H), 7.45-7.40 
(m, 2H), 7.00-6.45 (m, 6H), 5.87 (q, IH), 4.45-5.40 (br, IH), 4.61 (br, IH), 3.78, 3.76 (s, rotomers, 
3H), 3.30-3.00 (m, 3H), 2.81-2.65 (m, 3H), 1.94-1.88 (m, 2H), 1.52-1.38 (br overlaps s, 12H). LC-MS 
cacld for C32H36CIF3N2O6S2: 701. Observed : 398 (M'-303 ). 

EXAMPLE 486 

methyl (2R)-2-[(tert-butoxycarbonyl)aiiiinol-3-({3-I2-((lR)-l-{[(4-chlorophenyl)sulfonyIl-2,5- 
difluoroaiiUino}ethyl)-5-fluorophenyl]propyl}sulfonyl)propanoate 




Rf = 0.38 (2:1; hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.71-7.61 (m,2H), 7.50-7.41 
(m, 2H), 7.1 1-6.49 (m, 6H), 5.89 (q, IH), 5.71 (br, IH), 3.81, 3.79 (s, rotomers, 3H), 3.74-3.70 (m,2H), 
3.24-3.20 9m, 3H), 2,91 (br, IH), 2.28-2.17 (m, 2H0, 1.45-1.45 (br overlaps s, 12H). LC-MS cacld for 
C32H36ClF3N20gS2: 733. Observed : 633 (M*-Boc ). 
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EXAMrLE487 

methyl (2R)-2-aiiiino-3-({3-[2-((lR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroaiiilino}ethyl)-5- 
fluorophenyl]propyl}sttlfonyl)propanoate hydrochloride 

'v^i^'s^ O NH, 

Rf = 0.43 (2:1; hexanes:ethyl acetate). 'H NMR (CD3OD) 5 (ppm): 7.81-7.51 (m, 4H), 7.70- 
6.85 (m, 4H), 6.66-6.45 (m, 2H), 5.94-5.89 (m, IH), 4.2 9br, IH), 3.76-2.92 (s overalaps m, 9H), 2.21- 
2.1 1 (m, 2H). 1.51-1.46 (br, 3H). LC-MS cacld for C27H26CIF3N2O6S2: 632. Observed : 633 (MlT ). 

EXAMPLE 488 
4-chloro-N-(2,5-difluorophenyI)-N-((lR)-l-{4-fluoro-2-[4- 
(methylsulfanyl)butyl] phenyl} ethyl)benzenesulfonamide 

'TCC — 

Rr= 0.33 (9:l;hexanes:ethyl acetate). 'H NMR (CDCI3) S(ppm): 7.67-7.57 (m, 2H), 7.43-7.37 
(m, 2H), 7.02-6.312 (m, 6H), 5.86 (q, IH), 3.1 (br, IH), 2.70-2.59 (m, 3H), 2.14 (s, 3H), 1.77-1.75 (m. 
4H), 1.55-1.53 (br, 3H). LC-MS cacld for C25H25CIF3NO2S2 : 528. Observed : 225 (M* - 303 ). 

EXAMPLE 489 
4-chloro-N-(2^diflaorophenyI)-N-((lR)-l-{4-fluoro-2-[4- 
(inethylsulfonyl)butyl]phenyl}ethyQbeiizenesulfonaiiiide 



Rf= 0.52 (l:l;hexanes:ethyl acetate). *H NMR (CDCI3) 5 (ppm): 7.70-7.62 (m, 2H), 7.49-7.38 
(m, 2H), 7.02-6.24 (m, 6H), 5.88 (q, IH), 3.30-3.07 (m, 3H). 2.96 (s, 3H), 2.88-2.70 (m, IH). 2.10-1.86 
(m, 4H). 1.52 (d, 3H). LC-MS cacld for C25H25CIF3NO4S2 : 560. Observed : 578 (M* + HjO). 

EXAMPLE 490 

4-chIoro-N-(2,5-dinuorophenyI)-N-«lR)-l-{2-[4-(ethylsulfanyl)butyI]-4- 
fluoropheii^}ethyQbeiizenesuIfonaiiiide 
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Rf = 0.33 (9:l;hexanes:ethyl acetate). 'H NMR (CDClj) 5 (ppm):7.68-7.58 (m, 2H), 7.45-7.38 
(m, 2H), 6.99-6.31 (m, 6H), 5.85 (q, IH), 3.1 (br. IH). 2.70-2.61 (m, 3H). 2.57 (q, 2H). 1.78-1.73 (m. 
2H), 1.53 (br, 3H). 1.28 (t, 3H). LC-MS cacld for C26H27CIF3NO2S2 : 542. Observed : 239 (M* - 303 ). 

EXAMPLE 491 

4-chloro-N-(2,5-difluorophenyl)-NK(lR)-l-{2-[4-(ethylsulfonyl)butyI]-4- 
fluorophenyl}ethyI)beiizenesulfonaiiiide 

0 

Rf= 0.14 (3:l;hexanes:ethyl acetate). 'H NMR (CDCI3) 5 (ppm): 7.71-7.63 (m, 2H), 7.48-7.36 
(m, 2H), 7.02-6.31 (m, 6H), 5.87 (q, IH), 3.31-3.22 (m, 3H), 3.06 (q, 2H), 2.17-1.67 (m, 4H), 1.48 (d. 
3H), 1.41 (t, 3H). LC-MS cacld for C26H27CIF3NO4S2 : 574. Observed : 592 (M* + H2O). 



EXAMPLE 492 



Numerous compounds according to the invention can be prepared employing the general 
scheme set forth in SCHEME 492. 
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In an oven-dried two necked 100 mL round bottom flask under a vigorous stream of Ar was 
placed a solution of (/?)- Oxazaborolidine in toluene (5.5 mL 1,27 M, 7 mmol, Strem) . To this solution 
was slowly added BHs.McaS solution (8,3 mL, 83 mmol, 10.0 M, Aldrich). The reaction mixture was 
then cooled to -20°C and neat ketone (30.0 g, 138 mmol, Marshalton) was added through a syringe 
pump over a period of 4-5 h while keeping the bath temperature at -20°C, After the addition was 
complete the reaction mixture was allowed to stir at -20°C until the reaction was complete by GC 
(about 2 h). The reaction mixture was then carefully quenched by adding to pre-cooled methanol 
(-20*^C,) and stirred for 1 h. The reaction mixture was then concentrated under reduced pressure and the 
crude product was purified by filtration through silica gel by cluting with 10: 1-6:1 hexanes:ethyl acetate 
to separate the product from the catalyst. Isolated quantitative yield of the product. Rf (10:1 
hexanes:ethyl acetate) 0.32. 'H NMR (CDCI3) 5 7.60-7.57 (dd, IH), 7.27-7.31 (m, 2H), 7.10-7.00 (m, 
IH), 5.30-5.17 (dq, IH), 1.99 (s, IH), 1.49 (d, 3H). 

Ethyl vinylacetate (27.98 g, 218.3 mmol) was dissolved in 100 mL of dry THF, in an oven 
dried flask. The flask was cooled in an ice bath and a solution of 9-BBN (0.5 M, 437mL, 218.5 mmol, 
Aldrich) was added over a period of 1 h. The reaction mixture was allowed to stir at room temperature 
for 8 h and then added K2CO3 (70.0 g, 506 mmol), DMF (700 mL), alcohol (40 g, 182 mmol) and 
PdCUdppf (4.0 g, 2.7 mol%, Aldrich). The reaction mixture was heated to SO^'C for 21 h at which time 
TLC shows complete consumption of the alcohol. The reaction mixture was then cooled to room 
temperature, filtered through celite and concentrated. The crude reaction mixture was purified by 
chromatography over SiOj (1 .0 Kg of SiOa, 5:1 hexanes:ethyl acetate) to isolate 37 g of pale yellow oil 
(95 % pure). NMR (CDCI3) (^7.52-7.50 (dd, IH), 6.96-6.82 (m, 3H), 5.15-5.11 (br q, IH), 4.13- 
4.06 (q, 2H), 2.75-2.63 (m, 2H), 2.35 (t, 2H), 1.93 (p, 2H). 1.48 (d, 3H), 1.23 (t, 3H). 

EXAMPLE 493 

ethyl 4-I2-((lR)-l-{I(4-chlorophenyl)sulfonyl]-2,5-difluoroaiiiIino}ethyl)-5- 

fluoropbenyl] butanoate 

To a solution of PPhj (41.2 g, 157 mmol, Aldrich), in 180 mL of dry toluene was added solid 
sulfonamide 1 (47.6 g, 157 mmol). The solution was stirred at room temperature for 30 min 
(sulfonamide dissolves only partially) and cooled to O^C in an ice-bath. Neat DEAD (24.7 mL, 157 
mmol, Aldrich) was slowly added to the reaction mixture. The sulfonamide dissolves as the addition of 
DEAD progresses. After the addition was over, the reaction mixture was allowed to warm to room 
temperature and a solution of the alcohol (37 g, 131 mmol) in 80 mL of dry toluene was added through 
a syringe pump over a period of 5 h. The reaction mixture was then allowed to stir at room temperature 
imtil TLC shows complete consumption of starting material (21 h). The reaction mixture was then 
concentrated under reduced pressure. The phosphine oxide was crystallized fi'om 6:1 hexanesrethyl 
acetate and the mother liquor was concentrated and purified by chromatography (7:1 hexanesrethyl 
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acetate) to isolate 51 g of product as pale yellow oil. Rf (10:1 hexanesrethyl acetate) 0.33 'H NMR 
(CDCI3) 57.65-7.58 (m, 2H), 7.41-7.39 (m, 2H), 7.15-6.31(in, 6H). 5.82 (q, IH), 4.16 (q, 2H), 3.10 (m, 
IH), 2.68 (m. IH), 2.4 (t, 2H). 1.93 (m, 2H), 1.52-1.45 (br 3H), 1.45 (t, 3H). 

EXAMPLE 494 

4-(2-((lR)-l-{[(4-chlorophenyl)sulfoiiyl]-2,5-difluoroaniUno}ethyl)-5-fluorophenyl]butanoicacid 

A solution of the ester (48 g, in 700 mL of methanol) was cooled to O^^C and 230 mL of LiOH 
solution (10.2 g of LiOH in 230 mL of water) was added slowly. The reaction mixture turned turbid, 
and a pale yellow precipitate separates. The reaction mixture was mechanically stirred at 0 ®C for 1 h 
and at room temperature for 2 h. The reaction mixture was then cooled to 0 °C and carefully adjusted to 
pHl with 6 N HCl. Extracted the product with 4 x 250 mL of ethyl acetate, washed the ethyl acetate 
solution witii dilute brine (3 x 200 mL), dried the organic layer with MgS04, filtered and concentrated 
to yield crude product. The crude product was purified by SiOi chromatography (1:1 hexanesrethyl 
acetate) and the product was recrystallized from 4:1 hexanesrethyl acetate (10 mUg) to >98% ee. Rf 
(10:4 hexanesrethyl acetate) 0.15. NMR (CDCI3) 5.66-7.59 (m, 2H), 7.43-7.40 (m, 2H), 6.99-6.33 
(m, 6H), 5.85 (q, IH), 3.15.3.11(m, IH), 2.78-2.68 (m, IH), 2.54 (t, 2H), 2.02 (m, 2H), 1.54-1.52 (br d, 
3H). 



EXAMPLE 495 




Using the scheme outlined in the preparative scheme in this example, the of Examples 496-503 
ompounds were prepared. 

EXAMPLE 496 

4-[2-((lR)-l-{l(4-chlorophenyl)sulfonyll-2,5-difluoroaiiilino}ethyl)-5-fluorophenyI]-N- 

cyclohexylbutanamide 
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Rf= 0.39 (2:1 hexanes:ethyl acetate) 'H NMR (300 MHz, CDCI3) S(ppm): 7.70-7.59 (m, 2H), 
7.47-7.41 (m, 2H), 7.01-6.32 (m, 6H), 5.92-5.85 (q, IH), 5.62 (br, IH), 3.86-3.74 (m, IH). 3.12-3.03 
(m, IH), 2.80-2.70 (m, IH), 2.38-2.28 (m, 2H), 2.01-1.92 (br, 4H), 1.73-1.07 (m, IIH). LC-MS 
calculated for C30H32CIF3N2O3S [MH+] 593; Observed: 290 (MH*-303). 

EXAMPT.E497 

4-[2-((lR)-l-{[(4-chloroplienyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluoropbenyl]-N^- 



Rr= 0.35 (2:1 hexanes:ethyl acetate) 'H NMR (300MHz CDCI3) ^^(ppm) : 7.70-7.61 (m, 2H), 
7,45-7.43 (br, 2H), 7.00-6.32 (br, 6H), 5.93-5.87 (q, IH). 3.46-3.32 (m, 4H), 3.18-3.11 (m, IH), 2.75- 
2.70 (m, IH), 2.51-2.46 (t, 2H) 2.05-1.95 (m, 2H), 1.51-1.49 (br, 3H), 1.26-1.12 (m, 6H). LC-MS 
calculated for C28H30CIF3N2O3S [MH+] 567; Observed: 567. 

EXAMPILE 49 8 

4-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaiiilino}ethyl)-5-fluorophenyl]-N- 

methylbutanamide 



Rf= 0.17 (1:1 hexanes:ethyl acetate) 'H NMR (300MHz CDCI3) 5: 7.71-7.60 (m, 2H), 7.48- 
7.41 (m, 2H), 7.00-6.30 (m, 6H), 5.93-5.86 (q, IH), 5.80 (br, IH), 3.13-3.03 (m, IH), 2.85-2.74 (m, 
4H), 2.40-2.35 (t, 2H), 2.02 (br, 2H), 1.50-1.47 (br, 3H). LC-MS calculated for C25H24CIF3N2O3S 
[MH+] 525; Observed: MH-303. 

EXAMPT.E499 

4-(2-((lR)-l-{K4-chlorophenyl)sulfonyI]-2,5-difluoroaiiilino}ethyl)-5-fluorophenyl]-N- 

ethylbutanamide 



Rf= 0.31 (1:1 hexanes:ethyl acetate) 'H NMR (300MH2 CDQj) 6: 7.70-7.60 (m, 2H), 7.48- 
7.41 (m, 2H), 7.00-6.31 (m, 6H), 5.93-5.86 (q. IH), 5.73 (br, IH). 3.38-3.28 (m, 2H), 3.13-3.03 (m. 



diethylbutanamide 
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IH). 2.78-2.73 (m, IH), 2.38-2.33 (t, 2H). 2.02-2.01 (br, 2H), 1.50-1.47 (br, 3H), 1.18-1.13 (t, 3H). 
LC-MS calculated for CjeHzeClFjNzOjS [MH+] 539; Observed: MH-303. 

EXAMPLE SOO 

4-[2-((lR)-l-{[(4-cliloroplienyl)sulfonyll-2,5-difluoroaiiiUno}ethyl)-5-fluorophenyl]-N,N- 
5 dipropylbutanamide 

Rf= 0.46 (3:1 hexanes:ethyl acetate) *H NMR (300MHz CDClj) 6: 7.70-7.61 (m, 2H), 7.45- 
7.43 (m, 2H), 7.00-6.31 (m, 6H), 5.93-5.86 (q, IH), 3.34-3.11 (m, 5H), 2.75-2.70 (m, IH), 2.51-2.46 (t, 
2H), 2.04-1.97 (m, 2H), 1.65-1.49 (m, 7H), 0.95-0.88 (m, 6H). LC-MS calculated for CJ0H34CIF3N2O3S 
10 [MH+3 595; Observed: 595. 

EXAMPLE 501 

4-chIoro-N-(2,S-difluorophenyI)-N-((lR)-l-{4-nuoro-2-I4-oxo-4-(l- 
piperidinyl)butyl]phenyl}ethyl)beiizenesulfonainide 

15 Rf = 0.31 (2:1 hexanes:ethyl acetate) 'H NMR (300MHz CDCI3) 5: 7.70-7.60 (m. 2H), 7.46- 

7.43 (m, 2H), 7.00-6.32 (m, 6H), 5.92-5.85 (q, IH), 3.62-3.58 (t, 2H), 3.47-3.43 (t. 2H), 3.15-3.1 l(m, 
IH), 2.78-2.68 (m, IH), 2.52-2.47 (t, 2H), 2.03-1.93 (m, 2H), 1.66-1.49 (m, 9H). LC-MS calculated for 
C29H30CIF3N2O3S [MH+] 579; Observed: 579. 

EXAMFLE5Q2 

20 4-chloro-N-(2^difluorophenyl)-N-((lR>l-{4-flaoro-2-|4-oxo-4-(4- 

tIiiomorpholinyl)butyl]phenyl}etliyl)beiizenesulfonaiiiide 

Rf= 0.38 (2:1 hexanes:ethyl acetate) 'H NMR (300MHz CDCI3) 5: 7.70-7.60 (m, 2H), 7.47- 
740 (m, 2H), 7.01-6.31 (m, 6H), 5.94-5.87 (q, IH), 3.94-3.91 (t, 2H), 3.81-3.78 (t, 2H), 3.12-3.10 (m, 
25 IH). 2.84-2.71 (ni, IH), 2.65-2.64 (br, 4H), 2.53-2.49 (t, 2H), 2.06-1.96 (m, 2H). 1.49-1.47 (br. 3H). 
LC-MS calculated for C2gH28ClF3Na03S2 [MH+] 597, Observed 597. 
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EXAMPLE S03 
4-chIoro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-[4-(4- 
thioinorpholinylsulfonyl)butyl] phenyl} ethyObenzenesuIfonamide 

0 

5 Rf = 0.46 (1:1 hexanes:ethyl acetate) 'H NMR (300MHz CDClj) 5: 7.71-7.59 (m, 2H), 7.51- 

7.41 (m, 2H), 7.07-6.29 (m, 6H), 5.96-5.94 (br. IH), 4.14-4.04 (d, 4H), 3.07-2.83 (m, 6H), 2.64-2.59 (t, 
2H), 2.08-2.03 (m, 2H), 1.44-1.42 (d, 3H). LC-MS calculated for CzgHzgClFjNzOjSz [MH+] 629; 
Observed: MH-303. 

E X A MP LE 504 

1 0 General Procedure for the synthesis of amine oxides 

The free base (0.5g ) was dissolved in methanol (5 mL) and 30% H2O2 in water (5 mL) was 
added. The mixture was stirred at room temperature for 14 h then concentrated under reduced pressure. 
The resulting crude product was purified by chromatography on SiO: to yield the desired iV-oxide 
product in >90% yield. 

15 Using the preparative scheme described in the previous example, the following compounds 

were prepared. 

EXAMPLE SOS 

4-chloro-N-{2-[3-(l-hydroxy-llambda~5— piperidin-l-yl)propoxylbenzyl}-N- 

phenylbenzenesulfonamide 

20 Rf = 0.15 (1% triethylamine/5% methanol/ethyl acetate) 'H NMR (300 MHz, CDCI3) 5 (ppm): 

7.55 (m, 4H), 7.21 (m, 4H), 6.78 (m, 4H), 6.60 (m, IH), 4.74 (s, 2H), 4.53 (m, 2H), 4.19 (m, 4H), 3.53 
(t, 2H), 2.67 (m, 2H), 2.35 (m, 2H), 1.87-1.27 (m, 4H). NMR (75 MHz, CDCI3) 5 (ppm): 156.9, 
139.6, 137.2. 136.0, 131.9, 130.1, 129.4, 129.0, 128.9, 128.8, 128.5, 121.5, 120.2, 110.7, 66.5, 64.6. 
63.6, 51.3, 29.7, 22.1. 21.3. 20.3 . ESI calculated for C27H3,C1N204S [MH+] 515; Observed: 515. 

25 EXAMPLE 506 

4-chloro-N-(2,5-dichlorophenyl)-N-{2-[3-(l-oxido-l- 
piperidinyl)propoxy]benzyI}benzenesulfonamide 
Rf = 0.42 (10% methanol/DCM) 'H NMR (300 MHz, CDCI3) S (ppm): 7.64-7.51 (m, 4H), 
126-1. \A (m, 4H,), 6.81-6.03 (m, 3H), 4.97-4.80 (dd, 2H), 4.47-4.17 (m, 6H), 3.45 (m, 2H), 2.64 (m, 
30 2H), 2.28 (m, 2H), 1.86 (m, 3H), 1.49 (m, IH). "C NMR (75 MHz, CDClj) S (ppm): 157.3, 140.3. 
137.3. 135.8, 134.1, 132.8, 132.4. 131.8, 131.6, 131.0, 130.5, 129.9. 129.3, 121.2, 120.8, 111.2, 66.9, 
65.1, 64.6, 63.5, 50.42, 22.5, 21.6, 20.7. 
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EXAMPLE 507 
4-chloro-N-(2,5-dlfluorophenyl)-N-{2-l3-(l-oxido-l- 
pyrroUdinyI)propoxy]beiizyl}benzenesalfonaiiiide 

Rf = 0.38 (9% methanol/DCM) 'H NMR (500 MHz, CD3OD) S (ppm): 7.69-7.61 (m, 4H), 7.18 
(m, IH), 7.01-6.89 (m, 4H), 6.77-6. 67 (m, 2H), 4.13 (t, 2H). 3.81 (m, 2H), 3.64-3.48 (m, 4H). 2.52- 
2.33 (m, 4H), 2.09 (m, 2H). '^C NMR (125 MHz, CD3OD) 6 (ppm): 160.4, 159.1, 158.7, 158.4, 157.1, 
140.9, 138.5, 132.8, 131.4, 130.8, 130.5, 127.6, 123.5, 121.4, 120.1, 119.9, 118.5, 118.4, 118.4, 118.3, 
118.2, 118.1, 112.3, 69.1, 66.8, 66.4, 51.0, 25.6, 22.7. ESI calculated for C26H27CIF2N2O4S [MH+] 537; 
Observed: 537. 

EXAMPLE 508 
4-chIoro-N-(2,5-difluorophenyl)-N-{2-I3-(l,l,4-trioxido-4- 
thiomorpholinyI)propoxy]beiizyl}beiizenesuIfonaiiiide 

Rf = 0.53 (9% methanol/DCM) 'H NMR (300 MHz, CDCI3) 8 (ppm): 7.65-7.48 (m, 4H), 7.32- 
7.16 (m, IH), 6.91-6.58 (m, 6H), 4.78 (s. 2H). 4.39-3.92 (m, 8H). 3.65 (m, 2H), 2.96 (m, 2H), 2.64 (m, 
2H), "C NMR (75 MHz, CDCI3) 8 (ppm): 159.3, 157.9, 156.9, 156.1. 154.5, 139.7, 136.6, 131.4, 
130.3, 129.4, 128.7, 125.7, 125.6, 125.4, 121.5, 120.4, 118.9, 118.5, 117.2, 117.1, 117.0, 116.9, 116.8, 

116.7, 110.8, 69.4, 65.5, 63.4, 50.0, 46.3, 23.0. ESI calculated for C26H27CIF2O6S2N2 [MH+] 601; 
Observed: 601. 

EXAMPLE 509 
4-chloro-N-(2,5-difluorophenyI)-N-{2-[3-(l-oxido-l- 
piperidinyl)propoxy]beiizyl}beiizenesulfonaiiiide 

Rf = 0.45 (9% methanol/DCM) 'H NMR (300 MHz, CD3OD) 6 (ppm): 7.68-7.54 (m, 4H), 
7.23-6.67 (m, 6H), 6.29-6.22 (m, 2H), 4.26 (m, 2H), 3.70-3.48 (m, 4H), 3.06 (m, 2H), 2.41 (m, 2H), 
2.01-1 51 (m, 9H). "C NMR (75 MHz, CD3OD) S (ppm): 158.9 (dd), 157.2, 155.6, (dd), 140.2, 137.0, 

131.8, 130.8, 129.9, 129.1, 125.7 (dd), 121.5, 120.7, 118.8 (d), 117.7, (t), 11.4 (t), 111.2, 66.8, 65.0, 
64.5, 50.6, 22.5, 21.6, 20.7. ESI calculated for C27H29CIF2N2O4S [MH+] 551; Observed: 551. 

EXAMPLE 510 

4-chloro-N-{2-[3-(diethylnitroryl)propoxy]ben2yl}-N-(2^dlfluorophenyl)benzenesulfonamide 

Rf = 0.49 (9 % methanol in DCM), 'H NMR (300 MHz, CD3OD) <J(pm) (d, 2H), 7.61 (d, 2H), 
7.19 (t, IH), 7.02-6.99 (m, 2H), 6.95 (d, IH), 6.89 (d, IH), 6.78-6.70 (m, 2H), 4.83 (s, 2H), 4.12 (t, 
2H0, 3.69-3.66 (m, 2H), 3.44-3.40 (m, 4H), 2.37-2.34 (m, 2H), 1.37 (t, 6H). MS calculated for 
C26H29CIF2N2O4S: 539; Observed: 539. 
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EXAMPLE 511 

General Procedure for the synthesis of quaternary ammonium compounds 

The free base was dissolved in DCM (2 mL/mmol) and excess of Mel (4.0 eq) was added. The 
reaction mixture was stirred at room temperature for 1 h then concentrated under reduced pressure to 
give pure quaternary ammonium compounds. 

EXAMPLE 512 

l-{3-[2-({[(4-chlorophenyl)sulfonyl]-2^-difluoroanilino}methyl)phenoxy]propyl}-l- 

methylpiperidinium Iodide 

Rf = 0.42 (3:1:1 n-BuOH/HsO/AcOH) NMR (300 MHz, CD3OD) (^(ppm): 7.69-7.57 (m, 
4H), 7.18-6.59 (m, 7H), 4.80 (s, 2H), 4.16 (t, 2H). 3.88 (m, 2H), 3.59 (m, 4H), 3.18 (s, 2H), 2.37 (m, 
2H), 1.93-1.60 (m,6H). 

EXAMPLE 513 

l-{3-[2-({2,5-dichloro[(4-chlorophenyl)sulfonyl]anillno}methyl)phenoxy]propyl}-l- 

methylplperidinium iodide 

Rr= 0.32 (10:l;DCM:methanol). 'H NMR (300 MHz, CD3OD) 5 (ppm):7.74.7.63 (m, 4H), 
7.28-7.18 (m, 3H), 6.93 (d,lH), 6.86 (d, IH), 6.75 (dd, IH), 6.64 (dt, IH), 5.13 (d, IH), 4.67 (d, IH), 
4.27-4.26 (m, IH), 4.11-4.02 (m, 2H), 3.86-3.79 (m, IH), 3.52 (br m, 4H), 3.22 9s, 3H), 2.40- (br m, 
2H), 1.99-1.64 (m, 6H). MS ESI calculated for C28H32CI3N2O3S: 581. Observed : 581. 

EXAMPLE S14 

Compounds of the present invention can be prepared using the following general schemes. 

In Schemes 514a, 514b and 514c, R' is halogen, methyloxytetrahydropyranyl, or a 
methyloxyacyl moiety such as -CH2OAC. R^ is hydrogen or halogen; R^ is hydrogen, halogen or 
substituted or unsubstituted alkyl; R^ and R^ are substituted or unsubstituted hydrocarbyl, substituted or 
unsubstituted heterocycle optionally having one or more double bonds, alkoxy, ether, ester, amide, R^ 
is substituted or unsubstitued hydrocaifoyl, or substituted or unsubstituted heterocycle optionally having 
one or more double bonds; n is an integer from 1 up to 4, and Z is heterocycle optionally having one or 
more double bonds. 

Scheme 514a illustrates a genial process and shows the production of chiral compounds of a 
key intermediate of Fomiula n. 
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Scheme 514a 
Synthesis of Intermediate II 
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The Scheme S14a process begins with reduction of 2,S-disubstituted-nitrobenzene (m) to the 
corresponding substituted aniline (IV) which is reacted with an R^-substituted benzenesulfonyl halide to 
provide intermediate (V). Treatment of (V) with (S)-4-[[dimethyl(l,l-dimethyIethyl)silyl]oxy]-2- 
alkanol gives compound VII which is converted, in turn, to the corresponding alcohol (Vni) and then to 
5 the halide (II) with bromide being the preferred halide. 

Scheme 514b illustrates several methods of producing some of the Formula I products; i.e., 
when is halogen, -CH20-2-tetrahydropyran or -CH2OAC. 
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In Scheme 514b, products (la) can be obtained starting with intermediate compound (II). 
Products (la) can be formed directly from intermediate compound (II) by reaction with nucleophilic 
heterocyclics. Alternatively, intermediate compound (II) can be converted into compounds (X and XI), 
which can then be used to produce products (la) as shown in Scheme 2. 

Scheme 514c shows preparation of Formula I products wherein R' is -CH2OH. 
XH2O PG ^^CHiOH 



Z 



Ia:PG = OAc,OTHP lb 

In Scheme 514c, cleavage of acetyl or tetrahydropyran groups from compounds of Formula la 
provide Formula lb products wherein R' is -CH2OH. 



EXAMPLE 515 

In the following examples, intermediate alcohols were prepared via a Mitsunobu reaction 
between a secondary sulfonamide and a commercially available TBDMS protected chiral diol, followed 
by HF deprotection as described herein. 

4-chloro-N-(2,5-difluorophenyl)-'N-[(R)-l--methyl-2-bydroxyethyl]benzenesulfonamide 




CI 

Yield=70%; Colorless viscous oil: IR (neat, CH2CI2) 1504, 1346, 1 164, 1093, 755, 625 cm-^; 
MS (ESI+), 362 (M+H)+. 
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EXAMPLE 516 

4-chloro-N-(2,5-^ifluorophenyI)-N-[2-[[[[4-nitrophenyl]oxy]carbonyl]oxy]-^^ 

inethyIethyl]beiizenesulfonamide 



F 




NO2 



5 



To a solution of 4-chloro-N-(2,5-difluorophenyl)-N-[(R)-l-methyl-2-hydroxyethyl] 



benzenesulfonamide (958 mg, 2.65 nunol) in THF (13 mL) and acetonitrile (2 ml) was added pyridine 
(209 mg, 2.65 mmol) followed by 4-nitrophenyl chloroformate (586 mg, 2.92 mmol). The resulting 
mixture was allowed to stir at 22°C for 16 h. The solvents were removed and the product was dissolved 
in ether, washed with water, then brine. The ether layer was dried over MgS04, filtered, and 
10 concentrated under reduced pressure. Silica gel chromatography (ethyl acetate:hexane, 5-20% ethyl 
acetate gradient) of the concentrate afforded the title compound (L23 g, yield 88%) as a colorless 
viscous oil. 



E XAMPLE 51 7 

4-chloro-N-(2,5-difluorophenyl)-N-[2-[[N*-[3-(lh-iiiiidazol-l-yI)propylamino] carbonyI]oxy]-(r)-l- 



To a solution of 4-chloro-N-(2,5-diflurophenyl)-N-[2-[[[[4-nitrophenyl]oxy]carbonyl] oxy]- 
l(R)-methylethyl]benzenesulfonamide (580 mg, 1.10 mmol) in methanol (5 ml) was added 3- 
aminopropyl-(lH)-imidazole (276mg, 2.20 mmol). The resulting mixture was allowed to stir at 22°C 
20 for 16 h, then concentrated under reduced pressure. Silica gel chromatography ( methanol in CH2CI2 
with 0.5% NH4OH, 5-10% methanol gradient) of the concentrate afforded the title compound (344 mg, 

61%) as a pale yellow powder. IR (KBr) 1722, 1506, 1345, 1261, 1 183, 623 cm'h MS (ESI+), 513 
(M+H)+. 



15 



inethylethyl]beiizenesulfoiiaiiiide 
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Non basic carbamates shown in the following examples were prepared in an analogous manner 
as described above but were purified via siHca gel chromatography (ethyl acetate:hexane 5-50% ethyl 
acetate gradient) of the concentrate. 

EXAMPI.E 51 8 

4-chloro-N-(2,5-difluorophenyI)-N-[2-[I[pyrrolidin-l-yl] carbonylloxy]-(R)-l- 
methylethyl]benzenesulfonamide 

o=s=o o 





CI 

Yield=87%; Colorless viscous oil: IR (neat, CH2CI2) 1704, 1504, 1424, 1352, 1 165, 1092 
cm-1; MS (ESI+), 459 (M+H)+. 

10 EX A M FLE 5 t9 

4-chIoro-N-(2,5-diclilorophenyl)-N-[2-((N'-P-(lH-iiiiidazoH-yl)propylaiiiino] carbonyl]oxy]-(R)- 

l-methylethyI]beiizenesulfonamide 




0=8=0 O 




CI 

Yield=81%; pale yellow powder: IR (neat. CH2CI2) 1718, 1467. 1250, 1 169. 1085, 622 cm-1; 
15 MS (ESI+), 545 (M+H)+. 
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EXAMPLE 520 

4-chloro-N-(2,S-dicliIoroplienyl)-N-[2-[[[pyrrolidin-l-yllcarbonyl]oxy]-(R)-l- 
methylethyl] benzenesulfonamide 

o=s=o o 




CI 

5 Yield=81%; White solid: IR (KBr) 1702, 1430, 1352, 1 174, 1099, 620 cm-1; MS (ESI+), 491 

(M+H)+. 

EXAMPLE 521 

4-chloro-N-(2,5-dichlorophenyl)-N-[2-([«S)-2-(hydroxymethyl)pyrroIidin-l-yl)]carboDyl]oxy]- 

(R)-l-methylethyl]beiizenesulfonaiiiide 

OH 

,CI _ 

o=s=o o 





10 CI 

Yield=81%; Colorless glassine solid: IR (KBr) 1699, 1421, 1356, 1 170, 1095, 622 cm*!; MS 
(ESI+), 521 (M+H)+. 
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EXAMPLE 522 

4-chIoro-N-(2^-dichlorophenyl)-N-[2-[[N'-(2-(piperidin-l-yl)ethyiaiiiiiio] carbonyl]oxy]-(R)-l 

methylethyllbenzenesulfonamide 



CI 

Yield=73%; Colorless glassine solid: IR(neat, CH2CI2) 1723, 1468, 1352, 1170, 1095, 622 
cm-1; MS (ESI+), 548 (M+H)+. 

EXAMPLE S23 

4-chloro-N-(2^dichlorophenyl)<N-[2-[[[N'-[3-(lh-iiiiidazol-l-yI)propyl]-N'- 
Ethylamino] carbonyl] oxy]-(R)-l -methylethyl] benzenesulfonamide 



CI 

Yield=48%; Pale yellow viscous oil: IR (neat, CH2CI2) 1699, 1467, 1352, 1170, 1095, 623 cm" 
1;MS(ESI+), 573(M+H)+ 
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EXAMPLE 524 

4-chloro-N-(2,5-dichlorophenyl)-N-(2-((N'-[3-(lH-tetrazoI-l-yl)-propylamiiio]carbonyl]oxy]-(R)- 

l-inethylethyl]beiizenesulfonainide 




CI 

Yield=46%; White powder: IR (KBr) 1718, 1467, 1348, 1 168, 1095, 622 cm"!; MS (ESI+), 
547 (M+H)+. 



EXAMPLE 525 

4-chloro-N-(2,5-dichlorophenyl)-N-[2-[[N'-(2-(hydroxyethyl)-N'-methylamino]carbonyl]oxy]-(R)- 

1 -methylethyllbenzenesulfonamide 




CI 

Yield=80%; Pale yellow viscous oil: IR (neat, CH2CI2) 1699, 1466, 1354, 1 170, 1095, 623 



cm-1; MS (ESI+), 495 (M+H)+. 
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EXAMPLE 526 



4-chloro-N-(2,5-dichIorophenyl)-N-(2-[[[N'-(3-(lH-iiiiida2oI-l.yl)propyll-N'- 
niethylainino)carbonyl]oxy]-(R)-l-methylethyl]benzenesulfonaiiiide 




0=S=0 O 




CI 

Yield=50%; Pale yellow gummy solid: IR (neat, CH2CI2) 1699, 1467, 1352, 1 170, 1095. 622 
cm- 1 ; MS (ESI+), 559 (M+H)+. 

EXAMPLE 527 

4-cliIoro-N-(2-fluoro-5-chloropbenyQ-N-[(R)-l-inethyl-2-faydroxyethyI]beiizenesulfonamide 



CI 

Yield=83%; Colorless viscous oil: IR (neat, CH2CI2) 1493, 1345, 1 166, 1054, 758, 622 cm'l 
MS (ESI+), 378 (M+H)+. 




o=s=o 
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EXAMPLE 528 

4-chloro-N-(2-nuoro-5-chlorophenyI)-N-(2-[(lpyrrolidin-l-yllcarbonylloxyl-(R)-l- 

methylethyllbenzenesulfonamide 



CI 

Yield=71%; White powder: IR (neat, CH2CI2) 1704, 1494, 1424, 1352, 1 171, 622 cm'^; MS 
(ESI+),475(M+H)+. 

EXAMPLE 529 

4-chloro-N-(2-nuoro-5-chlorophenyl)-N-[2-[[N'-[3-(lH-iniidazol-l-yl)propylaminol 
carbonyl]oxy]-(R)-l-methylethyl]beiizenesulfonainide 



CI 

Yield=81%; White powder: IR (KBr) 1720, 1345, 1263, 1 171, 758, 620 cm-1; MS (ESI+), 529 
(M+H)+ 
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EXAMPLE 530 

4-chloro-N-(2-fluoro-5-chlorophenyl)-N-(2-[[N'-[2-(lH-iiiiidazol-4-yI)etbylamino]carbonyl]oxy] 

(R)-l-methyIethyl]beiizenesulfonamide 



CI 

Yield=74%; White powder: IR (KBr) 1716, 1494, 1262, 1 169, 1091, 758 cm"!; MS (ESI+), 
515(M+H)+ 

4-chloro-N-[5-cUoro-2-(hydroxymethyl)phenyl]-N-[2-[[N'-[3-(lH-iinldazol-l- 
yl)propylaiiiino]carbonyl)oxy]-(lR)-(2R)-diinethylethyl]benzenesulfonamide 





0=S=0 



O 




CI 



Yield=77%; White solid: IR (KBr) 1715, 1347, 1168, 1091, 757, 627 cm-^; MS (ESI+), 555 
(M+H)+. 
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EXAMPLE S3? 

4-Chloro-N-[5-chIoro-2-(hydroxymethyI)phenyl]-N-[2-[[[N'-[3-(lH-iniidazoM-yl)propyI]-N'- 
cyclopropylmethylaiiuno]carbonyl]oxy]-(R)-l-inethylethyl]beiizeiiesaIfoiiamide. 



CI 

Yield=32%; Colorless glassine solid: IR (KBr) 1697, 1477, 1167, 1092, 758, 622 cm-l; MS 
(ESI+), 595 (M+H)+. 

EXAMPLE S33 

4-Chioro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-(2-[[[N'-[3-(lH-iinidazol-l-yl)propyl]-N'-(2- 
niethylethyl)aiiiino]carbonyl]oxy]-(R)-l-methylethyl]benzenesalfonaiiiide 



CI 

Yield=43%; Beige solid: IR (neat, CH2CI2) 1342, 1166. 1092, 1055, 757, 622 cm'!; MS 
(ESI+),583(M+H)+. 
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EXAMPLE 534 

4^:hloro-N-(2,5-dichlorophenyl)-N-[l<S)-(l-[2-(methyisuIfonyO pyrroUdin-2 

yl]ethyl]beiizenesulfonamide 




5 



The above-named compound was prepared using the preparative scheme described below. 
a-methyl-[N-(irfr/-butoxycarbonyi)]-L-prolinol 




To a solution of (S)-2-acetyl-l-pyrrolidinecarboxylic acid 1,1-dimethylethyl ester [CA 91550- 
08-2] (5.600 g, 26.400 mmol) in ethanol (40 mL) was added sodium borohydride (2.0 g, 53 mmol) 

10 under nitrogen at 0 "^C. The reaction was stirred for 2 h. Ethanol was removed under reduced pressure. 
The concentrate was diluted with ethyl ether (100 mL) and washed with H2O (2x100 mL). The organic 
extract was dried over Na2S04, filtered, and concentrated. Silica gel chromatography (1 :5 tol :4 
gradient; ethyl acetate/hexanes) of the concentrate afforded two isomers, designated A, the first eluting 
isomer, (2.050 g, 40%) and the more polar B (1 .537 g, yield = 30%), of the title compound. Isomer B 

1 5 was used in the subsequent reaction. 



To a solution of 4-chloro-N-(2,5-dichlorophenyl) benzenesulfonamide (0.100 g, 0.298 mmol), 
20 triphcnylphosphine (0,230 g, 0.890 mmol), a-methyl-[A^(5fer/-butoxy carbonyl)]-L-prolinol, (isomer B, 
0.200 g, 0.890 nmiol) in toluene (2 mL) was added diisopropylazodicaiboxylate (0.180 g, 0.890 mmol) 
dropwise at 0 ®C under nitrogen atmosphere. The resulting mixture was allowed to warm to 22 with 



4-chloro-N-(2,5-dicIilorophenyl)-N-[l-(S)-[l-[(l,l-dimethylethoxy)carbonyl]pyrrolidiii-2- 

yl]ethyI]beiizenesulfonamide 
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Stirring. After 1 8 h the mixture was washed with sat. NaHCOa (4 mL), brine (4 mL) and extracted with 
ethyl ether (4 mL). The organic extract was dried over Na2S04 and filtered. Silica gel chromatography 
(1 :4 ethyl acetate/hexanes) of the concentrate afforded the title compound (0.095 g, yield = 60%), MS 
(ESI) 532. 

4-chloro-N*(2,5-dichlorophenyI)-N-[l-(S)-pyrrolidin-2-yI]ethyI]benzene sulfonamide 

.CI 

I H 




CI' . , 

I \ / 

,8=0 ^ ^ 

\\ 
O 




cr 

To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[l"(S)-[l-[(l,l- 

dimethylethoxy)carbonyl]pyrrolidin-2-yl]ethyl]benzenesulfonamide (0.095 g, 0.178 mmol) was added 

a solution of 1 : 1 trifluoroacetic acid/CH2Cl2 (2 mL) at 22 ^C. The mixture was stirred for 1 h at 22 °C. 

10 The solvent and trifluoroacetic acid were removed by reduced pressure to afford the title compound ( 

0.075 g, yield =98%), MS (ESI) 432. 

4-chloro-N-(2,5-dicWorophenyl)-N-[l.(S)41-[2-(methylsulfonyl)ethyllpyrroUdin-2- 

yl] ethyl]benzenesulfonamide 

O 

II 

CI 



CI 





I \ / 

8 = 0 ^ ^ 

\^ 
O 



cr 

15 To a solution of 4-chloro-N-(2,5-dichlorophenyl)-N-[ I -[(S)-pyrrolidin-2- 

yl]ethyl]benzenesulfonamide (0.075 g, 0.174 mmol) in THF (1 mL) was added methyl vinyl sulfone 
(0.060 g, 0.530 mmol) at 22 *^C. The reaction was stirred for 1 8 h. The resulting mixture was washed 
with sat. K2CO3 (2 mL), brine (2 mL) and extracted with ethyl ether (2 mL). The organic solution was 
dried over Na2S04, filtered and evaporated. Silica gel chromatography (1:5 ethyl acetate/hexanes) of 

20 the concentrate afforded the title compound (0.533 g, yield =57%), MS (ESI) 538. 
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EXAMPLE S35 

(R)-4-aaoro-N-(S-chloro-2-fluorophenyI)-N-(5-[N-(S)-Il-(niethoxycarbonyl>2- 
methylpropyl]aimnol-l-methyl-S-oxopentyI]beiizenesuIfonamide 

,F 

o=i=o o 

CI 

To a solution of (5R)-5-[N-[5-chloro-2-fluorophenyl][(4.chlorophenyl)sulfonyl]amino]- 
hexanoyl chloride (0.265 g, 0.584 mmol) in THF (3 mL) was added Hunig's base (0.305 mL, 1.75 
mmol) and L-valine methyl ester hydrochloride (0.294 g, 1 .75 mmol) at 22 "C. The reaction was stirred 
at 22 "C temperature for 12 h. The reaction was treated with sat. NaHCOa (6 mL) and the aqueous 
phase extracted with ether (3X15 mL). The combined organic extracts were dried over MgS04, 
filtered, and concentrated under reduced pressure. Silica gel chromatography (3:7 ethyl 
acetate:Hexanes) of the concentrate afforded the title compound as a hght yellow wax (0.233 g, yield 
=73%). MS (ESI) 547 (M+H). 

EXAMPLE 536 

(R)^hloro-N-(5-chloro-2-fluorophenyl)-N-(5-[N-(S)-[l-(carboxy)-2-methyIpropyIlaiiiiiiol-l- 

methyl-5-oxopentyl]benzenesulfonamide 



CI 

To a solution of (R)^chloro-N-(5-chloro-2-fluorophenyl)-N-[5-[N-(S)-[l-(methoxycarbonyl)- 
2-metlvlpropyl]amino]-l-niethyl-5-oxopentyl]benzenesulfonamide (0.170 g, 0.310 mmol) in methanol 
(3.5 mL) was added NaOH (IN, 0.450 mL, 0.931 mmol) at 22 'C. The resulting mixture was heated at 
reflux with stirring for 1.5 h. The mixture was acidified with IN HCl and was extracted with 
chlOToform (3 X 20 mL). The combined organic extracts were dried over MgS04, filtered, and 
concentrated under reduced pressure to afford the title compound (0.161 g, 97%) as a white powder. 
MS (ESI) 533 (M+H). 
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EXAMPLE 

^)^CIUoro-NK5-cliloro-2-fluorophenyl)-N-[4-{N-(S)-[l-(methoxycarboiiyl)-2- 
methylpropyl]aiiiino]-l-methyl-4-oxobutyl]beiizenesuIfonamide 




CI 



In a manner similar to the previous example, the title compound was prepared by reacting (4R)- 
4-[N-[5-chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]pentanoyl chloride with L-valine 
methyl ester hydrochloride (71% yield). MS (ESI) 533 (M+H). 

EXAMPLE S3« 

(R)-4-ChIoro-N-(5-chloro-2-flaorophenyl)-N-[4-[N-(S)-(l-(metlioxycarbonyl)-3- 
inethylbutyl]aiiiino]-l-niethyl-4-oxobatyl]beiizenesulfonamide 



In a manner similar to the previous example, the title compoimd was prepared by reacting (4R)- 
4-[N-[5-chloro-2-fluorophenyl][(4-chlorophenyl)suIfonyl]amino]pentanoyl chloride with L-leucine 
methyl ester hydrochloride (70% yield). MS (ESI) 547 (M+H). 




CI 
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EXAMPLE 53Q 

(R)-4-Chloro-N-(5-chloro-2-fluorophenyI)-N-[5-[N-(R)-[l-(methoxyca 

methylpropyl]amino]-l-methyl-5-oxopentyI]beiizenesulfonamide 




CI 



In a manner similar to the previous example, the title compound was prepared by reacting (5R)- 
5-[N-[5-chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]hexanoy] chloride with D-valine 
methyl ester hydrochloride (82% yield). MS (ESI) 547 (M+H). 

EXAMPLE 540 

(R)-4-Chloro-N-(5-chloro-2-fluorophenyI)-N-I5-[N-(R)-[l.(methoxycarbonyl)-3- 
methylbutyl]amino]-l-methyl-5-oxopentyl]beiizeiiesulfonamide 




CI 



In a manner similar to the previous example, the title compound was prepare by reacting (5R)- 
5-[N-[5-chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]hexanoyl chloride with D-leucine 
methyl ester hydrochloride (73% yield). MS (ESI) 561 (M+H). 

EXAMPLE 541 

(R)-4-ChIoro-N-(5-chloro-2-fluorophenyl)-N-[5-[N-<S)-[l-(methoxycarbonyl)^^ 
methylbutyl]amino]-l-inethyl-5-oxopentyl]beiizenesuIfonamide 




CI 
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In a manner described herein, the title compound was prepared by reacting (5R)-5-[N-[5- 
chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]hexanoyl chloride with L-leucine methyl ester 
hydrochloride to afford the title compound (71% yield). MS (ESI) 561 (M+H). 

EXAMPLE 542 

(R)-4-Chloro-N-(5-chloro-2-Ouorophenyl)-N-(6-IN-(S)-[l-(methoxycarbonyI)-2- 
methylpropyl]amino]-l-inethyl-6-oxohexyllbenzenesuIfonamide 



In a manner described herein, the title compound was prepared by reacting (6R)-6-[N-[5- 
chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]heptanoyl chloride with L-valine methyl ester 
hydrochloride (85% yield). MS (ESI) 561 (M+H). 

EXAMPLE 543 

(R)-4-Chloro-N-(5-chloro-2-fluorophenyi)-N-[6-|N-(S)-Il-(methoxycarbonyl)-3- 
methylbutyI]amino]-l-methyl-6-oxohexyllbeiizenesulfonaiiude 



In a manner described herein, the title compound was prepared by reacting (6R)-6-[N-[5- 
chloro-2-fluorophenyl][(4-chlorophenyl)sulfonyl]amino]heptanoyl chloride with L-leucine methyl ester 
hydrochloride (89% yield). MS (ESI) 575 (M+H). 




CI 




CI 
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EXAMfLE 544 

(R)-4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[5-[N-(R)-[l-(carboxy)-2-m 

methyl-5-oxopeiityl]beiizenesulfonaiiiide 




CI 



In a manner described herein, the title compound was prepared by hydrolysis of (R)-4-chloro- 
N-(5 -chloro-2-fluorophenyl)-N-[5-[N-(R)-[ 1 -(methoxycarbonyl)-2-methylpropyl]amino]- 1 -methyl-5- 
oxopentyl]benzenesulfonamide (90% yield). MS (ESI) 533 (M+H). 

EXAMPl^E 545 

(R)-4-Chloro-N-(5-chloro-2-fluorophenyI)-N-(5-IN-(R)-[l-(carboxy)-3-methylpropyl]am^ 

iiiethyl-5-oxopentyl]beiizenesulfoaanude 




CI 



In a manner described herein, the title compound was prepared by hydrolysis of (R)-4-chloro- 
N-(5-chloro-2-fluorophenyl)-N-[5-[N-(R)-[l-(methoxycarbonyl)-3-methylbutyl]amino]-l-methyl-5- 
oxopentyl]benzenesulfonamide (89% yield). MS (ESI) 547 (M+H). 

EXAMPLE 546 

(R)-4-Chloro-N-<5-cUoro-2-fluorophenyl)-N-[5-[N<S)-[l-(Garboxy>-3-^ 

iiiethyl-5-oxopentyI]beiizenesulfonainide 




CI 
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In a manner described herein, the title compound was prepared by hydrolysis of (R)-4-chloTO- 
N-(5-chloro-2-fluorophenyl)-N-[5-[N-(S)-[l-(methoxycarbonyl)-3-methylbutyl]amino]-l-methyl^ 
oxopentyl]benzenesuIfonamide (90% yield). MS (ESI) 547 (M+H), 

EXAMPLE 547 

5 (R)^Chloro-N-(5-chloro-2-fluorophenyl)-N-[6-(N-(S)-[l-(carboxy)-2-methylpropyl]aminol-l- 

methyl-6-oxohexyl]benzenesuIfonaiiiide 

CI 

In a manner described herein, the title compound was prepared by hydrolysis of (R)-4-chloro- 
N-(5-chloro-2-fluorophenyl)-N-[6-[N-(S)-[l-(methoxycarbonyl)-2-methylpropyl]amino]-l-methyl-6- 
10 oxohexyl]benzenesulfonamide (85% yield). MS (ESI) 547 (M+H). 

EX AMPLE 5 49 

(R)-4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[6-[N-(S)-[l-(carboxy)0-methyIbutylla 

methyl-6-oxohexyI]benzenesulfonaiiiide 




CI 



15 In a manner described herein, the title compound was prepared by hydrolysis of (R)-4-chloro- 

N-(5-chloro-2-fluorophenyl)-N-[6-[N-(S)-[ 1 -(methoxycarbonyl)-3-methylbutyl]amino]- 1 -methyl-6- 
oxohexyl]benzenesulfonamide (83% yield). MS (ESI) 561 (M+H). 



wo 00/50391 



273 



PCT/USOO/04560 



EXAMPLE S49 



4-Chlora-N-[S-chloro-2-<hydroxymethyl)phenyl]-N-[2-([[methylainino]carbonyI] oxyl-(R)-l- 

methylethyljbenzenesulfonainide 



OH 



CI 




CI 



5 



To 



a 



solution 



of 



4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[2-[[[[4- 



nitrophenyl]oxy]carbonyl]oxy]-(R)-l-methylethyl]ben2enesulfonamide (50mg, O.OSnunol) in DMF 
(2.0mL) in a 15mL HDPE cartridge was added methylamine (5.2mg,). The mixture was shaken for 12 
h at 22X in a 48 well reactor. The mixture was filtered, rinsed with ether to a test tube and 
concentrated by speed vacuum to afford crude 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]«N-[2- 

10 [[[methylamino] carbonyl]oxy]-(R)-l-methylethyl]benzenesulfonamide. The molecular weight of the 
intermediate product was determined by LC/MS. The residue was diluted with methanol (2.0mL) in a 
test tube and K2CO3 was added. The mixture was shaken for 2 hours and filtered. The methanol was 
removed by speed vacuum and the residue was purified by preparative HPLC with 90% methanol/H20 
at 4mL/min. The desired product was concentrated by speed vacuum to afford the title compound. 

1 5 Yield=32% colorless oil: LC/MS, 448(M+H); Retention Time, 3 .7 Imin. 

The following carbamates were prepared as described in the previous example. They were all 
analyzed by LC/MS. 



EXAMPLE 550 



20 



4-ChIoro-N-[5-chloro-2-(hydroxymethyI)phenyl]-N-[2-[[[propylamino]carbonyl] oxy]-(R)-l- 

methyletliyl]beiizenesulfonamide 




Yield=32% colorless oil: LC/MS, 476 (M+H); Retention time, 3.93min. 
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EXAMTLESSl 
4-Chloro-N-[S-chloro-2-(hydroxymethyl)phenyl]-N-[2-I[( 
(14-dimethyl)ethylaiiiiiio]carbonyl]oxy]-(R)-l-methylethyl]beiizenesulfonaiiiide 

OH 

H 




cr ^ N 

o=s=o o 




CI 

Yield=35% colorless oil: LC/MS, 490 (M+H); Retention time. 4.09min. 

EXAMPLE SS2 

4-Chloro-N-I5-chloro-2-(hydroxyinethyl)phenyl]-N-[2-[[[diethylamino]carbonyl] oxy]-(R)-l- 

niethylethyI]beiizenesuIfonamide 
OH 




cr - Y ^ 

0=S=0 O 




CI 

Yieid=26% colorless oil: LC/MS, 490 (M+H); Retention time, 4.08min. 

EXAMPLE 553 

4-Chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[2-[((cyclohexylamino]carbonyl] oxy]-(R)-l- 

methylethyljbenzenesulfonamide 
OH 




cr - N - Y 

0=8=0 O 





Yield=lS% colorless oil: LCVMS, S16 (M+H); Retention time, 4.23min. 
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EXAMPLE 5S4 

4-Chloro-N-(5-chloro-2-(hydroxymethyl)phenyll-N-[2-I[N'-I3-(lH-iiiiidida2oH-yl) 
propyIaiiiino]carbonyl]oxy]-(R)-l-methyiethyi]benzenesulfoiiaiiiide 

OH 

= H 

cr ^ N Y 
o=s=o o 





CI 

Yield=30% colorless oil: LC/MS, 542 (M+H); Retention time, 4.80min. 

EXAMPLE 555 

4-Chloro-N-I5-chloro-2-(hydroxymethyl)phenyl]-N-[2-I[[isopropylaminoJ carbonyl]oxyl-(R)-l- 

methylethyl]beiizenesulfonainide 
OH 




- H 

cr Y 
o=s=o o 




CI 

Yield=30% colorless oil: LC/MS, 476 (M+H); Retention time, 3.92min. 

EXAMPLE 556 

4-Chloro-N-[5-chloro-2-(hydroxymethyl)phenyll-N-[2-(([pyrroUdin-l-yll carbonyl]oxyl-(R)-l- 

methylethyl]betizenesuIfonainide 
OH 




cr ^N' Y 

0=8=0 O 




CI 

Yield=32% colorless oil: LC/MS, 488 (M+H); Retention time, 4.20min 
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EXAMPLE 557 

4-Chloro-N-(S-chloro-2-(hydroxymethyl)phenyl]-N-[2-[[[(l-methyl)propy carbonyl]oxy]- 

(R)-l-inethyIetliyI]beiizenesulfoiiamide 
OH 




CI 

5 Yield=33% colorless oil: LC/MS, 490 (M+H); Retention time, 4.05min. 

EXAMPLE 558 

4-Chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[2-[[[ethylaimno]carbonyl]oxy] 

inethylethyl]beiizenesulfonainide 
OH 




CI 



10 To a solution of 4-chloro-N-[5-chloro-2-(acetoxymethyl)phenyl]-N-[2[[[[4- 

nitrophenyl]oxy]carbonyl]oxy]-(R)-methylethyl]benzenesulfonamide (0.85g, 0.14 nunol) was added 
ethylamine (0.1 3g, 0.28mmol) in DMF (2mL). The resulting mixture was allowed to stir at 22**C for 12 
h and concentrated under reduced pressure. The mixture was diluted with methanol/ H2O (2mL ), 
followed by the addition of K2CO3. The mixture was filtered and the solvent was removed. Silica gel 

IS chromatography (30% ethyl acetate/hexanes) of the concentrate afforded the title compound. 
Yield-90% colorless oil: MS (ESI+), 462 (M+H). 



The following carbamates were prepared as described in the previous example. 
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EXAMPLE 559 

4-Chloro-N-[5-cUoro-2-(hydrozymethyl)phenyl]-N-(3-([N'-[3-(lH-iiiiidazol-l-yl) 
propylaiiiiiio]carbonyl]oxy]-(R)-l-methylpropyl]beiizenesulfonaiiiide 



OH 




CI 

Yield=70% colorless oil: MS (ESI+), 556 (M+H). 

EXAMPLE 560 

4-Chloro-N-(5-clUoro-2-(hydroxymethyl)phenyl]-N-[3-([N'-[2-(lH-iiiiidazoI-l-yl) 
ethylainino]carbonyl]oxy]-(R)-l-methylpropyl]benzenesulfonaaiide 



OH 




Ci 

Yield=75% colorless oil: MS (ESI+), 542 (M+H). 

EXAMPLE 561 

4-Chloro-N-(5-chloro-2-(bydroxymethyl)phenyl]-N-[4-[[N'-[2-(lH-imidazol-l-yl) 
ethylaiiiino]carbonyl)oxy]-(R)-l-metbylbutyI]beiizenesulfonaiiiide 

T 

CI 

Yield=70% colorless oil: MS (ESI+), 556 (M+H). 
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EXAMPLE 562 

4-Chloro-N-I5<hioro-2-(hydroxymethyl)phenyl)]-N-[4-[[N'-[3-(lH-iiiiidazoI-l-yI) 
propylamino]carbonyl]oxy]-(R)-l-methylbut^]benzeiiesulfonaiiiide 
OH 




or -N- ^ Y 
o=s=o o 




CI 

Yield=75% colorless oil: MS (ESI+), 570 (M+H). 

E X AMTLESW 

4-Chloro-N-[5-cliloro-2-(hydroxymethyl)phenyI]-N-[2-[[{N'-[3-(lH-imidazol-l-yl)propyI]-N'- 
ethylaiiiino]carbonyl]oxy]-(R)-l-methyIethyl]beiizenesulfonaiiiide 

OH 




cr Y 
o=s=o O 



O^ ^N^ /\ ^N-^ 




CI 

Yield=70% colorless oil: MS (ESI-), 567 (M-H). 

EXA MyLE S64 

4-Chloro-N-[5-chloro-2-(hydroxymethyI)phenyll-N-(4-(([pyrroIidin-l-yI)carbonyll oxyI-(R)-l- 

methylbutyl]beiizenesulfonamide 
OH 




CI 

Yield=70% colorless oil: MS (ESI+), 516 (M+H). 
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EXAMPLE SfiS 

4-Chloro-N-(5-chloro-2-(hydroxymethyI)phenyl]-N-[4-[[N'-(2-(hydroxyethyl)-N'- 
methylaiiiino]carbonyI)oxyI-(R)-l-metbylbutyl]beiizenesulfonaiiiide 

OH 




CI 

Yield=65% colorless oil: MS (ESI+), 520 (M+H). 

EXAMPLE 566 

4-Chioro-N-(2-fluoro-5-chloropheiiyI)-N-[2-([N'-[3-(lH-tetrazol-l-yl)propylaiiiino] 
carbonyl]oxy]-(R)-l-methylethyl]benzenesulfonaiiiide 
F 




CI 

Yield=76% colorless oil: MS (ESI+), 532 (M+H). 

EXAMPLE 567 

4-Chloro-N-(2-fluoro-5-chlorophenyl)-N-|2-[[N'-[3-(lH-tetrazol-2-yl)propyIaiiiino] 
carbonyl]oxy]-(R)-l-metbylethyl]beiizenesulfonaiiiide 
F 




Yield=70% colorless oil: MS (ESI+), 532 (M+H). 
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EXAMPLE 568 

4-chloro-N-(S-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyI)]ethyl] 

benzenesulfonamide 
F 

XI 



CI 




= 0^0 O 



0=S 




CI 

5 To a stirred solution of 4-chloro-N-(5-chloro-2-fluorophenyl)sulfoanilide (10 g, 31.23 mmol), 

triphenylphosphine (12.5 g, 45.99 mmol), and ethyl-(s)-lactate (5.43g„ 45.99mmol) in THF (300 mL) 
was added diethylazodicarboxylate (1 1.94, 68.62 mmol) dropwise at 0 under nitrogen. The reaction 
mixture was allowed to warm to room temp and stirred for 18 h. and further diluted with ethyl acetate 
(1 L) and washed with water ( 2 x 500 mL), brine (1 x 500 mL) and dried over MgS04. Filtration and 
10 concentration in vacuo, followed by silica gel chromatography (5% ethyl acetate / hexane) of the 
concentrate produced the 4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(ethoxycarbonyl)]ethyl]- 
benzcnesulfonamide compound, in 80 % yield (10.5g). 

To the solution of above ester (2 g, 4.76 mmol) in THF:MeOH:H2O/50:20:5 was added 
Lithium hydroxide (0.29g, 7.14mmol) and further stirred the reaction mixture for 2h. The reaction 

15 mixture was diluted with IN HCl (100 mL) and then extracted with ethyl acetate(2 x 150 mL). The 
organic layer was washed with brine and dried over MgS04, filtered, and concentrated to give 4-chloro* 
N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-(carboxyethyl)]benzenesulfonamide as white solid in 75 % 
yield (1.4g). 'H NMR (DMSO) 7.92-7.29 ( m, 7 H), 4.60-4.58 (d, 1 H), 4.04-4.01 (q, I H), 1.11-1.09 
(d, 2 H), MS (ESI+) 391.87 (M + H)*. Further, the resulting carboxylic acid (L3g , 3.31mmoL) was 

20 dissolved in CH2CI2 (50 mL) and DMF (0.3 mL) and oxalyl chloride (0.34mL, 3.97 mmoL ) was added 
to it. The resulting reaction mixture was stirred at rt for 1 h. It was then concentrated under reduced 
pressure to provide the title compound in 95 % yield. 
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EXAMTLES^y 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l- 
[(butylaiiiino)carbonyl]ethyllbeiizenesulfonaiiiide 




CI 



To the solution of N-butylamine (5.5 mg, 0.075 mmol) in 1,2 dicMoroethane( 0.75 mL) in a 
minireactoTS was added 2% cross linked poly(4-vinyl pyridine) (12,00 mg, 0.105 mmol) resin and 
solution( 0.1 M) of 4-cWoro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chIorocarbonyl)]ethyl]ben2ene- 
sulfonamide (12.30 mg, 0.030mmol) in 1,2 dichloromethane. The mini reactor was stirred on the shaker 
for 12 h, followed by quenching the reaction mixture with SCX ( 92 mg, 0.06mmol ) resin and further 
stirred on tiie shaker for additional 18 h. Filtered off the resin and washed the resin 1,2 dichloroethane 
(2 X 0.2mL ) and combined solvent was collected in microtube and evaporated and the product was 
analyzed by HPLC using the column YMC S7 C18 (3.0 x 50 mm) with a How rate of 5.0 mL/min and 
gradient time of 2.0 min., using the solvent composition of 10% MeOH - 90% H2O - 0.1% TFA , 90% 
MeOH -10% H2O - 0.1% TFA. The title compound was obtained with 77% purity in 54% yield; MS 
(ESI) 446.98 (M+H); Rr= 1.87. 



In a manner described herein, the title compound was prepared by the reaction of 4-chloro-N- 



RXAMPI.E 570 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-l(lR)-l-[[I2-(4- 
morphoUnyl)ethyl]amiiio]carbonyl]ethyl]benzenesulfonamide 




(5-chloro-2-fluorophenyl)-N-[((lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide 
aminoethyl)morpholine (25% yield); MS (ESI) 503.99 (M+H); Rf 1 .70. 



with 4-(2- 
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EXAMPLE S71 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-II(3^- 
diphenylpropyl)amino]carbonyl]ethyllbeiizenesulfonamide 



PCTAJSOO/04560 




10 



In a manner described herein, the title compound was prepared by the reaction of 4-chloro-N- 
(5-chloro-2-fluorophenyl)-N-[[(lR)- l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 3,3- 

diphenylpropylamine (94% yield); MS (ESI) 584.96 (M+H); Rf 2. 1 . 

EXAMPLE 572 

4-Chloro-N-(5-chloro-2-nuorophenyl)-N-[(lR)-l- 
[ [(cyclopropylinethyl)anuno] carbonyl] ethyl] benzenesulfonamide 

CI 




15 



H3C N— ^ 

In a manner described herein, the title compound was prepared by the reaction of 4-chloro-N- 
(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyI]benzenesulfonamide with 
(aminomethyl)cyclopiopane (47% yield); MS (ESI) 444.95 (M+H); Rf 1.80. 
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EXAMPLE S73 
4-Chloro-N-(S-chloro-2-nuorophenyl)-N-[(lR)-l-[[(2-(4- 
pyridinyl)ethyl]ainino]carbonyl]ethyI]benzenesttlfonaiiiide 




10 



In a maimer similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 4- 
(2-aminoethyl)pyridine (30% yield) MS (ESI) 495.92 (M+H); Rf 1.49. 

EXAMPLE S74 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[[2-(2,4- 
dichlorophenylethyl] aminolcarbonyl] ethyl] benzenesulfonamide 

.CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 



15 
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EXAMPLE 575 
4-Chloro-N-(5-chloro-2-fluorophenyl)>N-[(lR)-l- 
[[(adamantylmethyl)aiiiino]carbonyI]ethyl]beiizenesuIfonatiiide 

CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 1 - 
adamantanemethylamine (> 95% yield); MS (ESI) 538.98 (M+H); Rf 2.17. 

EXAMPLE 576 
4-ChIoro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l- 
[(cyclopentylamino)carbonyl]ethyl]beiizenesulfonaniide 

CI 




In a maimer similar to previous examples, the title compoimd was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyI)]ethyl]benzenesulfonamide with 
cyclopentylamine (61% yield) MS (ESI) 458.98 (M+H); Rf 1.88. 
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EXAMPLE 577 
4-CIiloro-N-(5-chloro-2-fluoropheDyI)-N-[(lR)-l- 
[(cyclohexylaiiiino)carbonyl] ethyl] benzenesulfonamide 

CI 



PCT/USOO/04560 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 
cyclohexylamine (>95% yield); MS (ESI) 473.00 (M+H); Rf 1 .95. 



10 



EXAMPLE 578 

4-ChIoro-N-(5-chIoro-2-nuorophenyl)-N-[(lR)-l-[l(l,23,4-tetrahydro-l- 
naphthalenyl)amino]carbonyl]ethyl]beiizenesulfonanude 




In a manner similar to previous examples, the title compoimd was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide l,2,3,4-~ 
tetrahydro-l-naphthylamine (> 95% yield); MS (ESI) 520.96 (M+H); Rf 2.02. 
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EXAMPLE 579 

4-Chloro-N-(5-chIoro-2-flaorophenyl)-N-((lR)-l-[[(2^-(lihydro-lH- 
inden]1)aiiiino]carbonyl]ethyl]beiizenesulfonaiiiide 



CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonanude with 2- 
aminoindan (86% yield); MS (ESI) 506.96 (M+H); Rf 1 .97. 

EXAMPLE 580 

4-Chloro-N-(S-chloro-2-nuorophenyl)-N-[(lR>-l-[((lH-indazol-5-yI) 
amino] carbonyl] ethyl]benzenesuIfonamide 



CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5 -chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 5- 
aminoindazole (97% yield); MS (ESI) 506.95 (M+H); Rf 1.74. 
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EXAMPLE S81 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-i(lR)-l-|[(4-(N,N-diethylaniino)-l 
methylbutyl] amino] carbonyl] ethyl]benzenesulfonaiiiide 

CI 



PCT/US00/04S60 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(l R)- 1 -(chlorocarbonyl)]ethyI]benzenesulfonamide with 2- 
amino-5-diethylaminopaitane (< 95% yield); MS (ESI) 532.03 (M+H); Rf 1.58. 

EXAMPLE S82 
4-ChIoro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[((4- 
pyridinyl)methyl]aiiiino]carbonyl]ethyl]benzenesttlfonamide 




15 



In a manner similar to previous examples, the title compound was prepared by ttie reaction of 
4-cWoro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]beiizenesulfoiiamide with 4- 
(aniinomethyl)pyridine (28 %yield);MS (ESI) 481.93 (M+H); Rf 1.69. 

EXAMPLE 583 
4-CUoro-N-(5-chIoro-2-flaorophenyl)-N-[(lR)-l-[[[(2,6- 
dichorophenyl)ethyl]aiiiino]carbonyl]ethyl]beiizenesulfonamlde 
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In a manner similar to previous examples, Ihe title compound was prepared by the reaction of 
4-chloro-N-(S-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
2,6-dichorophenethylamine (94% yield); MS (ESI) 562.98 (M+H); Rf 2.04. 

EXAMPLE S84 

4-Chloro-N-(5-chloro-2-Ouorophenyl)-N-[(lR)-l-[[(2-[N-ethyI-N-(3- 
niethylphenyl)amino] ethyl] carbonyl] ethyl] benzenesulfonamide 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with N- 
(2-aminoethyl)-N-ethyl-M-toluidine (< 95% yield); MS (ESI) 551.99 (M+H); Rf 1.72. 

EXAMPLE 58S 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[(4-tert-butylcyclohexyI) 
amino]carbonyl]ethyl]beiizenesulfonainide 
CI 




15 



In a manner similar to previous examples, the title compound was prepared by tfie reaction of 
4-chloro-N-(5-chloro-2-fluorophenyI)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 4- 
tert-butylcyclohexylamine (>95% yield); MS (ESI) 529.03 (M+H); Rf 2.20. 
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FXAMPLE 586 
4-Chloro-N-(5-chloro-2-fluorophenyI)-N-[(lR)-l-I[[2-(2- 
thienyl)ethyl]ainino]carbonyl]ethyl]benzenesuIfonaiiiide 



PCT/USOO/04560 




In a manner similar to previous examples, the title compound was prepared by ttie reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 2- 
thiopheneethylamine (>95% yield); MS (ESI) 500.91 (M+H); Rf 1 .90. 

EXAMPLE 587 
4-Chloro-N-(5-chloro-2-nuorophenyl)-N-[(lR)-l-[[(2- 
phenoxyethyl)aiiiino]carbonyl]ethyl]beiizenesulfonainide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-cWoro-N-(5<hloro-2-fluorophenyl)-N-[[(lR)-l-(cWorocarbonyl)]ethyl]benzeiiesulfonanude with 2- 
phenoxyethylamine (>95% yield); MS (ESI) 510.95 (M+H); Rf 1.92. 
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EXAMPLE S88 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR>-l-[[[(13-beiizodioxoI-5- 
yl)methyl]ainino]carbonyl]ethyl]beiizenesuIfonaiiiide 



PCT/USOO/04560 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
3,4-methylenedioxyben2ylamine (>95% yield); MS (ESI) 524.93 (M+H); Rf 1.84. 

EXAMPLE S89 
4-Chloro-N-(5-chloro-2-nuorophenyI)-N-[(lR)-l-([(3- 
ethoxypropyl)amino] carbonyl] ethyl] benzenesulfonamid 

-CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 3- 
ethoxypropylamine(>95% yield); MS (ESI) 476.99 (M+H); Rf 1.79. 
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KXAMPLES90 
4-ChIoro-N-(5-chloro-2-nuorophenyI)-N-{(lR)-l-[[[(2- 
tetrahydrofuranyl)niethyl]aiiiino]carbonyl]ethyl]beiizenesulfonamide 



PCT/USOO/04560 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
telrahydrofurfurylamine (93% yield); MS (ESI) 474.99 (M+H); Rf 1 .75. 

EXAMPLE S91 
4-Chloro-N-(5-chloro-2-nuorophenyl)-N-((lR)-l-[[[3-(4- 
morpholinyl)propyl]ainino]carbonyl]ethyl]benzenesttIfonainide 

.CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 4- 
(3-aminopropyl)morpholine (44% yield); MS (ESI) 518.00 (M+H); Rf 1.51. 
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EXAMPLE 592 

4-CUoro-N-<SH:bloro-2-auorophenyl>N-[(lR)4-[[[[(2R)-6J-dimethylbicycIo(3.1.1]heptan-2- 
yl] methyl] amino] carbonyl] ethyl] benzenesulfonamide 

CI 




CI 

\ Hlli^ 
^ H3C O 

In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with (-)- 
cis-myrtanylamine (>95% yield); MS (ESI) 527.01 (M+H); Rf 2.14. 




10 



4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[ (lR)-l-[ [(4- 
phenylbutyl)amino]carbonyl]ethyl]benzeiiesulfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR>l-(chlorocarbonyl)]ethyl] 
benzenesulfonamide with 4-phenyIbutylamine (>95% yield); MS (ESI) 522.98 (M+H); Rf 2.03. 
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4-Chloro-N-(5-cMoro-2-fluorophenyl)-N-I(lR)-l-[l[2-(4-methylphenyl)ethyI 
amino]carbonyl]ethyl]beiizeDesulfonaiiiide 
CH3 



PCT/USOO/04560 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 2- 
(p-tolyl)ethylamine(69%yield);MS(ESI)508.95(M+H); Rf 2.01. 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-KlR)-l-lIl2-(4- 
flurophenyl)ethyl]amino]carbonyl]ethyl]beiizenesulfonaiiiide 

F 




In a manner similar to previous examples, the title compound was prepared by the reaction of. 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 4- 
fluorophenethylamine (68% yield); MS (ESI) 5 12.94 (M+H); Rf 1 .94. 
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4.Chloro-N-(5-chloro-2-fluorophenyl)-N-l(lR)-l-ll(2,6-diflBorophenylmethyl) 
aininolcarbonyl]ethyl]beiizenesulfoiiaiiiide 



) :\ 





In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-NK5-chloro-2-fluorophenyl)-N-[[(lR)-lKchlorocarbonyl)]ethyllbenzenesulfon^^^^ with 

2,6-difluorobenzylamine (75% yield); MS (ESI) 516.93 (M+H); Rf 1.86. 

irVAMPLE 597 

4-Chloro-N-(5-chIoro-2.fluorophenyl)-N-I(lR)-l-ll(3-hydroxy.2,2- 
dlmethylpropyl)ainino]carbonyI]ethyl]benzenesulfonaiiiide 




In a manner similar to previous examp^L. the title compound was prepared by the reaction of 
4.chloro.N<5-chloro-2-fluorophenyl)-N.[[(lR)4-(chlorocarbonyl)]eA^^^^ with 
neopentanolamine (73% yield); MS (ESI) 476.99 (M+H); Rf 1.74. 

FYAMPT.E 598 

4-Cliloro-N-(5-chloro-2-flaorophenyl)-N-l(lR)-l-lIN-(2-aininoethyl)-N- 
phenylaminolcarbonyllethyllbeiizeiiesulfoiiamlde 

NH2 
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In a manner similar to previous examples, the title compound was prepared by flie reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with N-phenylethylenediamine (>95% yield ); MS (ESI) 509.97 (M+H); Rf 1.72. 

EXAMPLE 599 

4-Chloro-N-(5-cliloro-2-fluorophenyl)-N-l(lR)-l-I[(3-iodophenylmethyl) 
aiiiino]carbonyl]ethyl]benzenesttlfonamide 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(l R)- 1 -(chlorocarbonyl)]ethyl] 
benzenesulfonamide with 3-iodobezylamine(>95% yield); MS (BSD 606.78 (M+H); Rf 2.01. 

EXAMPLE 600 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-I[l2-(4- 
hydroxyphenyl)ethyl]aiiiino]carbonyl]ethyI]beiizenesulfonamide 
OH 



In a manner similar to previous examples, the title compoxmd was prepared by the reaction of 
4-chloro-N-(5 -chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 
tyramine(44%yield);MS(ESI)510.94(M+H); Rf 1.73. 



CI 





CI 
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EXAMPLE 601 
4-ChIoro-N-(5-chloro-2-flaorophenyI)-N-((lR)-l-([[(3- 
pyridinyl)inetbyl)amino]carbonyl]ethyIlbeiizenesuIfonaiiiide 



PCT/USOO/04560 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl] 

benzenesulfonamide with3-(aminomethyl)pyridine( 15%yield);MS(ESI)481.95(M+H); Rf 1.49. 

EXAMPLE 602 

4-Chloro-N-(5-chloro-2-flaorophen]«)-N-( (lR)-l-[[[(3-(N,N-dibutylainino)propyI]amino] 

carbonyl] ethyl] benzenesulfonamide 
H3C, 




15 



In a manner similar to previous examples, the title compoimd was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with 3-(dibutylamino)propylamine (>95% yield ); MS (ESI) 560.04 (M+H); Rf 
1.74. 
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EXAMrLECT3 

4-C%loro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[(3,4-difluorophenylmethy0aiid carbonyl] 

ethyljbenzenesulfonamide 
F F 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( IR)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 
3,4-difluorobenzylamine(>95% yield); MS (ESI) 516.93 (M+H); Rf 1.91. 

EXAMPLE 604 

4-Chloro-N-(S-chIoro-2-fluorophenyl)-N-[(lR)-l-[[(S-hydroxy-l,5-dimetliyIhexyl) amino] 

carbonyl]ethyl]benezenesulfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with heptaminol hydrochloride (22% yield);MS (ESI) 519.01 (M+H); Rf 1.69. 
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EXAMTLE 605 

4-ChIoro-N-(S-chloro-2-fluorophenyl)-N-[(lR>l-[[(5<bloro-2-hydroxyphenyl)amino] 

carbonyl)ethyl]beiizenesuIfonaiiiide 



CI 



\ o. 




10 



HO 

In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with 2.amino-4.chlorophenol (50% yield); MS (ESI) 516.87 (M+H); Rf 1.93. 

EXAMPLE 606 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-I (lR)-'l-[(tetradecylamino)carbonyllethyl] 

benzenesulfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]ben2enesulfonamide with 1 - 
tetradecylamine (38% yield).; MS (ESI) 587.07 (M+H); Rf 2.73. 
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EXAMPLE 607 

4-CUoro-N-(5-chloro-2-fluorophenyl)-N-((lR)-l-[[(trans-4hydroycyclohexyl)aiiiino] 

carbonyl]ethyl]beiizenesttlfonamicle 
CI 




10 



In a manner similar to previous examples, ttie title compound was prepared by the reaction of 

4-cliloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-I-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with trMis-4-aminocyclohexanol hydrochloride (29% yield); MS (ESI) 488.99 
(M+H); Rf 1.69. 

EXAMPLE 608 

4-Chloro-N-(5-chioro-2-fluorophenyl)-N-l(lR)-l-I[(2-(2-pyridmyl) 
amino] carbonyl] ethyl]benzenesulfonamide 




15 



In a manner similar to previous exainples, the title compound was prepared by the reaction of 
4-chIoro-N-(5-ch!oro-2-fluorophenyl)-N-[[(lR)- l-(cWorocaibonyl)]ethyl]benzenesulfonamide with 2- 
(2-aminoethyl)pyridine(>95%yield);MS (ESI) 495.96 (M+H); Rf 1.69. 
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4-Chloro-N-(5-chloro-2-fluorophenyl)-N-I (lR)-l-[[{3-(2-methyl-l-piperidinyl) 
aiiiino)carbonyl]ethyl)benzenesulfonamide 

CI 




In a manner similar to previous examples, the title compound was prepared by the ruction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with l-(3-aminopropyl)-2-pipecoline (>95% yield); MS (ESI) 529.98 (M+H); Rf 
1.68. 

EXAMPLE 610 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[[(2-pyridlnyl)methyl 
amino]carbonyl]etbyl]beiizenesulfonamid 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 

benzenesulfonamide with 2-(aminomethyl)pyridine (>95% yield); MS (ESI) 482.04(M+H); Rf 1.69. 
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FXAMPLE611 
4-Chloro-N-(5-chloro-2-nuorophenyl)-N-I(lR)-l-[I(4- 
methylcyclohexyl)aiiiino]carbonyl]ethyllbeiizenesulfoiiaiiiide 



CI 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 4- 
methylcyclohexylamine (>95% yield); MS (ESI) 487.00 (M+H); Rf 2.01 . 



4-Chloro-N-(5-chloro-2-fluorophenyI)-N-l.[I[(lR)-l-(hydroxymethyl)-2-I(phenyImethyl)thlol- 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 
benzenesulfonamide with S-benzyl-L-cysteinol (75% yield); MS (ESI) 570.93 (M+H); Rf 1.95. 

EXAMPLE 613 

4-Chloro-N-(5-chIoro-2-fluorophenyl)-N-l(lR)-l-[K2-bydroxy-l,l-dimethylethyl) 
amino] carbonyl] ethyllbenzenesulfonamide 



EXAMPLE 612 



ethyl]amino]carbonyl]beiizenesulfonamide 





wo 00/50391 



302 



PCTAJSOO/04560 



In a manner similar to previous examples, the title compound was prepared by Unt reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 
benzenesulfonamide with 2-amino-2-methyl-l-propanol (58% yield);MS (ESI) 462.96 (M+H); Rf 



1.71. 



EXAMPLE 614 

4-ChIoro-N-(5-chloro-2-fluorophenyI)-N-((lR)-l-[(cycloheptylamino)lcarbonyllethyll 

benzenesulfonamide 
CI 



CI 




H3C N-/ 1 



10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
cycloheptylamine (83% yield);MS (ESI) 487.00 (M+H); Rf 2.00. 

F X AMPLE 61 S 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[(4-oxapentyl)amino]carbonyl]ethyll 

benezenesnlfonamide 



15 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 
benzenesulfonamide with 3-methoxypropylamine (96% yield); MS (ESI) 462.97 (M+H); Rf 1.73. 
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RYAMPT.E616 
4-Chloro-N-(5-chloro-2-fluorophenyI)-N-((lR>l-I[(3- 
methylcyclohexyl)aiiiino]carbonyl]ethyl]beaezenesulfoiiaiiiide 



CI 




In a manner similar to previous examples, tiie title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]e%l]benzenesulfonamide with 3- 

methylcyclohexylamine (76% yield); MS (ESI) 487.01 (M+H); Rf 2.01 . 

EXAMPLE 617 

4-ChIoro-N-(5-chloro-2-fluorophenyl)-N-((lR)-l-[l[4-[2,4-bis(l,l-dimethylpropyl)- 
phenoxy]butyI] amino] carbonyl] eth:^]benzenesulfonamide 



In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)- l-(chlorocarbonyl)lethyl] 

benzenesulfonamide with 4-(2,4-di-tert-amylphenoxy)butylamine (94% yield); MS (ESI) 679.1 
(M+H); Rf 2.60. 



CH3 
H3C 




CI 



CI 



wo 00/50391 



10 



304 

EXAMPLE 618 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[l(l-(hyroxymethyl)-2- 
inethylpropyl]aimno]carbonyl]ethyl]beiizenesulfonaiiiide 

CI 

CH3 

H3C 



PCT/USOO/04560 




HO 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( 1 R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 
DL-valinol (66% yield);MS (ESI) 477.00 (M+H); Rf 1.77. 

EXAMPLE 619 

4-Chloro-N-(5-chloro-2-fluorophenyI)-N-((lR)-l-[((6-hydroxyhexyl)amlnolcarbonyl]ethyll 

benzenesulfonamide 




15 



In a manner similar to previous exanq)les, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 6- 
amino-l-hexanol (39% yield);MS (ESI) 490.98 (M+H); Rf 1.72. 

EXAMPLE «0 
4-Chloro-N-(5-cliloro-2-fluorophenyl)-N-[(lR)-l-lI(lR)-(l- 
cyclohexylethyl)aiiiino]carbonyl]ethyI]beiizenesiilfonaiiiide 
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In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
(R)-(-)-l-cyclohexylethylamine (76% yield);MS (ESI) 501.00 (M+H); Rf 2.07. 

EXAMPLE 621 

4-Chloro-N-(5-cIiloro-2-fluorophenyl)-N-I(lR)-l-I([(2-(piperidinyl)ethyl] 
aniino]carl>onyl]ethyl]beiizenesuIfonaniide 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with l- 
(2-aminoethyl)piperidine (20% yield); MS (ESI) 502.05 (M+H); Rf 1.69. 

EXAMPLE 622 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-l(lR)-l-l[[2-(4- 
methoxyphenyl)ethyl]aminolcarbonyl]ethyl]beiizenesulfonamide 
,CH3 




15 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 4- 
methoxyphenethylamine (64% yield); MS (ESI) 524.97 (M+H); Rf 1.91. 
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EXAMPLE «3 

4-Chloro-N-(5<hloro-2-fluorophenyl)-N-[(lR)-l-[[N-(2-aiiiiDoethyI)-N-(5-nitro-2-pyrid^ 

aiiiino|carbonyl]ethyl]beiizenesulfonaiiiide 



N*-0- 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyI)-N-[[(lR)-l-(chlorocarbonyl)]ethyI]benzenesulfonamide with 2- 
(2-aminoethylamino)-5-nitropyridine (>95% yield); MS (ESI) 555.93 (M+H); Rf 1.80. 

EXAMPLE 624 

4-Chloro-N-(5-chloro-2-nuorophenyl)-N-((lR)-l-II((lS)-2hydroxy-l- 
(phenylinethyl)ethyl] amino] carbonyl] ethyl]beiizenesulfonamide 




In a manner similar to previous examples, the title compoimd was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with L- 
phenylalaninol (75% yield); MS (ESI) 524.96(M+H); Rf 1.87. 
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EXAMPLE 625 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-I(lR)-l-ll(2,S-difluorophenylmethyl)aiiiinolcarbonyl 

I ethyllbenzenesulfonamide 
CI 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
2,5-difluorobenzylamine (93% yield); MS (ESI) 516.93 (M+H); Rf 1.88. 

EXAMPLE 620 
4-Chloro-N-(5-chloro-2-fluorophenyl)-N-I(lR)-l-[[l(2- 
thienyl)methyl]amino]carbonyl]ethyl]benzenesulfonamide 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 2- 
aminomethylthiophene (67% yield); MS (ESI) 486.91 (M+H); Rf 1.84. 
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FV AMPLE 627 

4-ChIoro-N-(5-chIoro-2-nuorophenyl)-N-I(lR).l-[l(2R)-(bicyclol2.2.11hept-2- 
yl)aminolcarbonyl]ethyl]benzenesttlfonainide 
CI 




CI 

In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
exo-2-aminononobomane (77% yield); MS (ESI) 485.00 (M+H); Rf 1.96. 

EXAMPLE 628 
4-Chloro-N-(5-chloro-2-nuorophenyl)-N-I(lR)-l-lIl(2- 
fluorophenyl)ethyllamino]carbonyllethyllbenzenesuIfonamide 




cr 1. f 

In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl] 
benzenesulfonamidc with 2-fluorophenethylamine (80% yield); MS (ESI) 512.94 (M+H); Rf 1.93. 

4-CWoro-N-(5-chloro-2-fluorophenyl)-N-l(lR)-l-ll(4-hydroxybutyI) 
amino] carbonyl] ethyl] benzenesulfonamide 

,CI 
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In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[( IR)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 4- 
amino-l-butanol (24% yield); MS (ESI) 462.97 (M+H); Rf 1.63. 

EXAMPLE 630 
4-Chloro-N-(5-chloro-2-nuorophenyI)-N-[(lR)-l-[((4- 
methoxyphenylmethyl)amino]carbonyl]ethyI]benzenesulfonamide 




10 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(l R)- 1 -(chlorocarbonyl)]ethyl]bcnzenesulfonamide with 4- 
methoxybenzylamine (60% yield); MS (ESI) 510.95 M+H); Rf 1.86. 

EXAMPLE 631 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[I(3,4,5-trimethoxyphenylmethyl) 
aiiiino]carbonyl]ethyl]beiizenesulfonamide 




15 



In a manner similar to previous examples, the title compoimd was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyI)-N-[[(l R)- 1 -(chlorocarbonyl)]ethyl]benzenesulfonamide with 
3,4.5-trimethoxybenzylamine (94% yield); MS (ESI) 570.95 M+H); Rf 1.80. 
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EXAMPLE 632 

4-Chloro-N-(5-chloro-2-fluorophenyI)-N-I(lR)-l-in2-l[2-(hydromethyl)phenyl]thiol- 
phenylmethyl] amino] carbonyl] ethyl] benzenesulfonamide 



„ H3C I 





S 
HO 




In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]ben2enesulfonamide with 2- 
(2-(aminomethyl)phenylthio)benzylalcohol (>95% yield); MS (ESI) 618.95 (M+H); Rf 1.97. 

EXAMPLE 633 

4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[(lR)-l-[[(2,6-dimethoxyphenyImethyl) 
amino] carbonyl] ethyl] benzenesulfonamide 
CI 




0-CH3 



In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
2,6-dimethoxybenzylamine (>95% yield); MS (ESI) 540.96 (M+H); Rf 1 .95. 
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F.YAMPLE634 

4.Chloro-N-(5-chloro-2-fluorophenyI)-N-[(lR)-l-I[(3,S-dichorophenylmethyl) 
aiiiino]carboiiyI]ethyl]beiizeiiesulfonamide 

CI 




CI 



5 In a manner similar to previous examples, the title compound was prepared by the reaction of 

4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamidewith 3,5- 

dichlorobenzylamine (65% yield); MS (ESI) 548.81 (M+H); Rf 2.07. 

EXAMPLE 635 

4-Cliloro-N-(5-chIoro-2-fluorophenyl)-N-I(lR)-l-[I[4-(l,2^-thiadiazol-4- 
IQ yl)phenylmethyl]aiiiiiio]carbonyl]ethyl)beiizenesulfonaiiiide 

In a manner similar to previous examples, the title compound was prepared by the reaction of 
4-chloro-N-(5-chloro-2-fluorophenyl)-N-[[(lR)-l-(chlorocarbonyl)]ethyl]benzenesulfonamide with 
R4-(l,2,3-thiadiazol-4-yl)benzylamine (84% yield);MS (ESI) 564.91 (M+H); Rf 1.82. 

15 EXAMPLE 636 

In Vitro Cell-Based Assay of Inhibitors of Amyloid P Production 

Transfected H4 (human neuroglioma) cells stably expressing APP constructs are used to 
identify and assess inhibitors of Ap production. In brief, cells lines are exposed to compounds, and the 
effect of each compound on amyloid P production is determined by measuring the amount of amyloid P 
20 produced using an enzyme linked immunosorbent assay (ELISA) that detects amyloid P (see, for 
example, Seubert et al., (1992) Nature, 252:325-327). 

Transfected cells that stably express wild-^e and variant forms of APP are plated in 96-well 
format plates at a density sufficient for the rapid detection of the secreted amyloid P (experimentally 
predetermined for a particular stable cell population). Cells are plated at least six hours prior to the 
25 introduction of the test compound at which time the growth medium is replaced by fresh medium 
containing the compound to be tested. All synthetic agents are initially screened at doses ranging from 
10-100 nM. Higher dilutions of agents can be used to minimize cytotoxicity. Incubation of cells with a 
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test compound continues for approximately 16 hours at which time aliquots of medium from each well 
are removed and assayed for amyloid p. 

ELISA is carried out by methods known in the art (see, e.g., Haass et aL, Antibodies: A 
Laboratory Manual, Harlow and Lane, Editors, Cold Spring Harbor Press, 1988) The capture antibody 
is typically a mouse monoclonal (IgGl/kp-APPa) which recognizes the carboxyl terminal epitope of 
amyloid p. The specificity of the capture antibody insures measurement of amyloid p without 
interference from other secreted APP fragments that share amino acid sequence (amyloid P 1-16) 
homology with amyloid p but lack the carboxy-terminal region. The detecting antibody is typically an 
affinity-purified rabbit polyclonal antibody that is specific for the amino terminus of amyloid p. 

Results from test compounds are compared to results obtained when cells are treated with 
control agents. Amyloid P levels are determined by comparison to a standard curve obtained by 
subjecting a range of known amoimts of amyloid P to the ELISA. 

A compound is identified as "active" when it inhibits cellular production of amyloid p relative 
to levels in control samples by at least 50% at the initial tested concentration without significant 
cytotoxicity. Active compounds are then assayed in dose-response experiments to determine the lowest 
dose of compound necessary for inhibition of amyloid P production. The results obtained when 
invention compounds are subjected to the above described assay results are simmiarized in Table B. In 
the table, an inhibitory concentration (IC50) of less than or equal to 25 nM is represented by +++++; 
50nM > IC50 > 25 nM, by ++++; 100 nM > IC50 >50 nM, by -H-H; 500 nM > IC50 > 100 nM, by -H-; IC50 
> 500 nM is represented by Compounds which did not display measurable activity in this assay are 
represented by 
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NUMBER 


ACTIVITY 


COMPOUND 


1 




4-chloro-N-(2,5-djfluoropheny l)-N-(( 1 R)- 1 - { 2-[4-( 1 , 1 -dioxido-4-thiomorphoIinyl)-4. 
oxobutyl]-4-fluorophcnyl}cthyl)benzencsulfonamide 


2 




4.chloro.N-(2,5Klifluorophcnyl)-N-((lR)-l-{2-[4.(lJ-dioxido-4-thiomorph 
oxobutyl]-4-fluorophenyl}ethyl)benzenesulfonamide 


3 




4-chloro-N-(2.5-difluorophenyl)-N-(( 1 R)- 1 -{4-fluo^o-2-[4-oxo-4-(4- 
thiomorphoiinyl)butyi]phenyl}ethyl)benzenesuIfonamide 


4 




4-chloro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 - {4-fluor<>-2-[3-(4.methy 1- 1 -piperazinyl)-3- 
oxopropyl]phenyl}ethyl)benzenesuIfonamide hydrochloride 


5 




4-chloro-N-(2,5-difluoropheny l)-N-(( I R)- 1 -(4-fluoro-2*[3-oxo-3-(4- 

thiomorpholinyl)propyl]phenyl}ethyl)ben2enesu!fonamide 


6 




4-chloro-N-(2,5-difluorophenyI)-N-((l R). 1 .{4-fluoro-2-[3-( 1 - 
piperidinyl)propyl)phenyl}ethyl)benzenesulfonainlde 


7 




4-chloro-N-(2,5-difluoropheny l)-N-( 1 - {2-[3-( 1 H-imidazoH - 
yI)propoxy]phenyl}clhyl)benzenesulfonainide 


8 




4-chloro-N-(2,5-difluorophenyl)-N-{2-[3.( I - 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


9 




4-chloro-N-(2,5-difluoropheny l)-N.{2.[3-( 1 - 
pipcridinyl)propoxy]bcnzyl}benzenesulfonaniide hydrochloride 


10 




4-chIoro-N^2,5-difluorophenyl)-N. {2-[3-( 1 - 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


11 




4.chloro-N-(2,5-difluorophenyl>N.{2-[3-(l- 
piperidinyi)propoxy]benzyi}benzenesuIfonamtde hydrochloride 


12 




methyl (2R).24(tert-butoxycarbonyl)amino]0.{[2<(lR)-l-{[(4^;hlorophcnyl)sulfon^ 
difluoroaniIino}cthyI)-5-fluorobenzyl]sulfonyI}propanoate 


13 




4-chloro.N-{2,5-difluorophenyl>N-(( 1 Ky 1 -{2.(3-( 1 - 
piperidinyl)propyl]phenyl}ethyl)benzenesulfonainide hydrochloride 


14 




ethyl 4-I2-((lR).l-{[(4-chlorophenyl)sulfonyl].2,5-difluoroanilino}ethyl).^ 
f1uorophenyl]butanoate 


15 




4-chloro-N-(2,5-difluorophcny I)-N-(( 1 R). 1 .{4-fluoro-2-[3-(4-methyl- 1 .piperazinyi)-3- 
oxopropyl]phenyI}ethyI)benzenesulfonamide 


16 




4-chloro-N-(2,5-difluorophenyl)-N.(( I R). 1 •{4-fluoro-2-I3-(2H-tetraazol-2- 
yl)propyl]phenyl}ethyl)benzenesulfonamide 


17 




4-[2-((IR)-l-{5-chloro[(4-chlorophenyl)sulfonyl]-2-fluoroaniIino}ethyi)-5- 
fluorophenyl]butanoic acid 


18 




4-chloro-N-(2,5-difluoropheny I)-N.(( 1 R). 1 - {4-fluoro-2-[2.(3. 
pyridinylmethoxy)ethyl]phenyl}ethyl)benzenesulfonamide hydrochloride 


19 




4-chloro-N-(2,5^inuorophenyl)-N-[(lR)-l-{4-fluoro.2-{4- 

[(methylainino)sulfonyllbutyl}phenyl)ethyl]benzcnesulfonamide 


20 




4H:hloro-N.(2,5-difluorophenyi)-N-[(lR).l-(4-fluoro-2-{4. 
[(inethyiamino)sulfonyl]butyl}phenyl)ethyl]benzenesulfonamide 


21 




4.chloro-N.(2,5-difluorophenyl)-N-(( 1 R). 1 -{4-fluoro.2-[3- 
(methy Isulfony l)propy l]pheny 1 } ethy l)benzenesulfonamide 


22 




4-chloro-N-(2,5-difluorophenyl)-N-I( 1 R)- 1 -(4-fluoro-2-{4. 
[(methylamino)sulfonyl]butyl}phcnyI)ethyI)benzenesuIfonamide 


23 




4-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5- 
fluorophenyl]butanoic acid 


24 




4.chloro-N-(2,5-difluorophenyl)-N-(( 1 R)- 1 - {4-fluoro-2-[3-( 1 - 
piperidinyI)butyl]phenyl}ethyl)benzenesulfonamide hydrochloride 


25 




2-((l R). I -{[(4-chlorophenyl)sulfonyl]-2.5-difluoroanilino}cthyI)benzyl 4- 
thiomorphoUnecarboxylate 


26 




4-chloro-N-(2,5-difluorophenyl)-N-((IR)-l.{2-[3-(ethylsulfonyl)propyl]-4- 
fluorophenyl}ethyI)benzenesulfonamide 


27 




4.chloro-N-(2,5-difluorophenyl)-N-((lR)-N{2-[3-(ethylsuIfonyl)propyl]-4- 
fluorophenyl}ethyl)benzenesulfonamide 


28 




4-chloro-N-(2,5-difluorophenyl)-N-(( 1 R)- 1 -{4-fluoro-2-[4-(4-methyl- 1 -pipera2inyl)-4- 
oxobutyl]phenyi}ethyl)benzenesulfonamide hydrochloride 


29 




4.chloro-N-(2,5-difluoropheny I)-N-(( 1 R)- 1 - {4-fluoro-2-[2-(4- 
pyridinylmethoxy)ethy^phenyl}ethyl)benzenesu^fonamide hydrochloride 
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NUMBER 


ACTIVITY 


COMPOUND 


30 




5-[2-((IR)-l-{[(4-chlorophcnyl)sulfonyl]-2,5-difluoroanilino}cthyI)-5- ~ 
f1uorophenyl]pentanoic acid 


31 




4-chloro-N-(5-chloro-2-(hydroxymethyI)phcny l]-N-(( 1 R)- 1 - { 2-t3-( I H-imidazol- 1 - 
y l)propyI]pheny 1 } ethyl)benzenesulfonamide 


32 




4-chloro-N-(2,5-difluorophenyl)-N-(( 1 R)-l -{4-fluoro-2-[3-(l H- 1 ,2,4-triazol- 1 - 
yl)propyi]phenyl}ethyI)benzenesulfonainide 


33 




4-chloro-N-(2,5-difluorophcnyl)-N-(( 1 R). 1 •{4-fluoro-2-[4-(l H-imidazol- 1 - 
yl)butyl]phenyl}ethyl)benzenesuIfonaniide hydrochloride 


34 




4-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5- 

fluoroDhenvllbutanoic acid 


35 




4-chloro-N-(2,5-difluorophenyl)-N-[(l R)- 1 -(4-fluoro-2-{3- 
[(methylamino)sulfonyl]propyl}phenyl)ethyl]benzenesulfonainide 


36 




methyl (2R)-2-[(tert-butoxycarbonyl)aminolO-{[2-((lR)-l-{[(4-chlorophenyI)sulfonyl)-^^ 
difluoroanilino}ethy l)*5-fluorobeii2y l]sulf&ny 1 } propanoate 


37 




4-chloro-N-(2,5-dlfluorophcnyI)-N-((lR)-l-{4-fluoro-2-[4-oxo-4^ 

DiDeridtnvDbutvllDhenvt ) eth vnbenzenesulfonam ide 


38 




3-[2-(( 1 Ry 1 -{ [(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)-5- 
fluorophenyl]propstnoic acid 


39 




3-[2-({lR)-l-{[(4-chlorophenyl)suIfonyl]-2.5-difluoroannino}cthyI)-5- 
fluoropheny I] propanoic acid 


40 


+++++ 


N-(tert.butoxy)^(2K(lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino} 

fluorophenyijbutanamide 


41 




4-chIoro-N-(2.5.difluorophenyi)-N-((lR)-l-{2-[3^1H-iinidazoI-l- 

y l)propy I] phenyl }ethyl)benzenesulfonamide hydrochloride 


42 


+++++ 


4-chIoro-N-(2,5.difluoropheny l)-N-(( 1 R)- 1 - {2-[3-( 1 H-imidazol- 1 - 

yl)propyl]phenyl}ethyl)benzenesulfonaniide hydrochloride 


43 




4-chloro.N-(2,5-difluorophenyl)-N-(( 1 R)- 1 -{2-[3-( 1 H-imidazol- 1 - 
vi^DroDvllDhenvDcthvnbenzenesulfonamide hydrochloride 


44 




4.chloro.NK2.5-difluorophcnyl)-N.((lR).l.{2-[3-(lH-imida2ol-l- 

vnoroDvllDhenvHethYnbenzenesulfonaniide hvdrochioride 


45 


+++++ 


4-chloro-N-(2,5-difluorophenyl)-N-((l R> 1 -{4-fluoro-2-[4- 

( niethvl<sii1fonvnhiitvIlnhenvHethvnhen7fine55ulfonaniide 


46 




4-chloro-N-(2,5-difluorophcnyl)-N.((lR)-l-{4-fluoro-2-[4. 
^methvl^uirnnvnhutvllnhenvllethvnhenTfine^ulfhnAmtHp 


47 




4-chloro-N-(2,5-difluoropheny l)-N-[( 1 R)- 1 -{2-{ 3-((dimethy Iamino)sulfonyl]propyl}-4- 
fliioroohenvl^thvllbenTeneculfhnafnide 


48 




4.chlon)-N-(2,5-<lifluorophcnyl)-N-((IR)-l-{4-fluoro-2-(4-(l- 
piperidinyl)butyl] phenyl }ethyl)benzenesulfonamide hydrochloride 


49 




4-chloro-N-(2,5-dinuorophenyI)-N.(l-{2.[3-(4H.1.2,4.triazoU- 
y l)pFOpoxy]pheny 1 } ethyI)benzenesulfonamide hydrochloride 


SO 




4-chloro-N-(2,5-difluorophenyl)-N-[( I R)- 1 -(2-{3-[{ethylamino)sulfonyl]propyl }-4. 
fliioronhenvnethvllbenzcnesiilfanarnide 

AiA wiw4 wUAAWA hj A M\^%AIT A J ti/\^A A4^ArA Aw«3VI A A wA AUAA A AV»\^ 


51 


+4444. 


4.chloro-N-(2.5-difluorophenyl)-N-(( 1 R)- 1 - { 4-nuoro-2- [3-( 1 H-tetraazol- 1 - 

vnnronvnnhenvliethvnhenTfine^iilfnnaniidp 


52 


4+444 


4-chioro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 - {2-[(ethy Isulfony l)methyl]-4- 
fluoronhen vl \ eth v nbenzenesul fonam ide 

A A^tA^A \/A^AA\^A A T A m A T A f MVA A^«wA Iwt^UA A WA AUA A A AUW 


53 


4444+ 


4-chIoro-N-(2,5-difluoropheny l).N-(( 1 R)- 1 -{4-fluoro-2-[3-( 1 H-imidazol- 1 - 
vnoroDvllohenvl lethvnbenzenesulfonainide hvdrachloride 

J 1 Jh^^ r ^ Jc ^ / W^l A T A 1 wWA AAA^I A%*0WA AwAA&UIA AwW AA TUA UWAAIVA A\AW 


54 


4+44+ 


4-chloro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 - {4-fluoro-2-[3.( 1 H-imidazoI- 1 - 
V 1 ^nron V 1 1 nhen vDethvH hen Tcne^ii 1 fnn am td p h vd rorh 1 nri H p 


55 


++44H- 


4-chloro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 -(4-fluoro.2-[3-( 1 H-imidazol- 1 - 

vl^nmnvl Inhpnvl \ f*f h vl\Kpn7Pnpdi1 fV^nsim iH^ h\/Hr/^/^lil/\riH^ 
jljyjl Lipjr Ijpilwlljr 1 jClll/ l/UvIiz.vllCdUllUIl<UlllUv lljrUrUV/IllUriUC 


56 


+4+4+ 


4-[2-((lR).l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl>5-fluorophenylJ-N- 

methoxybutan amide 


57 




N-{3-[2-((lR)-l-U(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino)ethyl)phenoxy]propyl}- 

N,2,2-trimethylpropanamidc 


58 




4-chloro-N-(2,5-difluorophenyl)-N-{(lR)-l-[4-nuoro-2-(3- 
hydroxybutyl)phenyl]ethyl}benzenesulfonamide 
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NUMBER 


ACTIVITY 


COMPOUND 


59 




4-chloro-N-(2,5-difluoropheny l)-N-[( 1 Ry 1 -{2- {4-((ethy lamino)sulfony l]buty 1 H- 
fluorophenyl)ethyI]bcn2encsulfonamide 


60 




4-chIoro-N-(2,5-dinuoropheny l)-N-( 1 -{4.fluoro-2-(3-( I H-imidazoI- 1 - 
yl)propyl]phenyl}cthyI)benzenesulfonamide hydrochloride 


61 




N- {4-[2.(( 1 R). 1 - { [(4-chlorophenyl)sulfonyl]-2,5.difluoroanilino }cthyl)phenoxy ]buty 1 }-2. 

mcthoxy-N-methylacctainidc 


62 




methyl 3-{[2-(( IR). 1 -{ [(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}cthyI)-5- 
fluorobenzy]]suIfonyI}propanoate 


63 




2-[2-(( I Ky 1 -{I(4-chiorophenyl)sulfonyl]-2,5-difluoroaniIino}cthyI)phenyl]ethyl 4- 
thiomorpholinecarboxylate 


64 




4-chloro-N-(2,5-difluorophenyl)-N-({lR)-l.{2-[3-(ethylsulfanyl)propyl].4- 
fluorophenyl}ethyl)benzenesuIfonamide 


65 




4.chloro-N-(2.5-difluorophcny!)-N-(( 1 R). 1 - {2-[4-(ethy Isulfony l)butyl].4. 
fluorophenyl}ethyI)ben2enesulfonamide 


66 




4-chloro-N-(2,5-difluorophenyI)-N-{(lR)-l-{2-[4-(ethyIsuIfonyl)butyl]-4. 
fluoropheny 1 }ethy l)bcnzenesuIfonamide 


67 




4.chloro-N-(2,5-difluorophenyl)-N-(( 1 R)- 1 - {2-[3-( 1 H-imidazol- 1 - 
yl)propoxy]phenyl}cthyl)benzenesulfonainide hydrochloride 


68 




4-[2-{l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyI]butanoic 

acid 


69 




4-chloro-N-(2,5-difluoropheny!)-N-{(l R)- 1 .(4-fluoro-2-(4- 
hydroxypentyl)phenyl]ethyl}bcnzcncsuIfonamide 


70 




methyl (2R)-2-[(tert-butoxycart}onyl)ammo]-3K{342-((lR>l-{[(4-chloropheny0 
2,5-difluoroanilino}ethyl)-5-fluorophenyl]propyl}su!fanyl)propanoate 


71 




4-chloro-N-(2,5-difluorophcny l)-N-{( 1 R> I - { 2- [3-( 1 H-tetraazol- 1 - 
yl)propoxy]phenyl}ethyl)benzenesu!fonamide 


72 




4-chloro-N-(2,5-difluorophenyl)-N-(( 1 Ky 1 - {2-[3-( 1 H-imidazol- 1 - 
yl)propoxy]phenyl } ethy i)benzenesulfonamide hydrobromide 


73 




4K:hloro-N-(2,5-difluorophenyl)-N-((lR)-l.{4-fluoro-2-[3-oxo-3-(l- 
piperidinyI)propyl]phenyI}ethy!)bcn2enesuIfonamide 


74 




4-[2-(( I R). I - { [(4-chlorophenyl)suIfonyI]-2,5-difluoroanilino}ethy I)-5-f]uoropheny 1]-N- 

methoxy-N-methylbutanamide 


75 




methyl {2R).2-[(tert-butoxycarbony l)amino]-3-({ 3-[2.(( 1 R)- 1 - { [(4-chloropheny l)sulfony 1]- 
2,5-difluoroaniIino}ethyl)-5-fluorophenyl]propyl}sulfonyl)propanoate 


76 




4-chloro-N-(2,5-dichlorophenyl)-N-{2-[3-(l-oxido-l- 
piperidinyl)propoxy]benzyl}benzenesulfonamide 


77 




4-chloro-N-(2,5^ichlorophenyl)-N-{2.[3-(l-oxido.l. 

piperidiny l)propoxy]benzy 1 } benzenesuifonamide 


78 




4-chIoro-N-{2,5-difluorophenyI)-N-{2-[3-(l-oxido-l- 
piperidinyl)propoxy]benzyl}benzenesulfonamide 


79 




4.chloro-N-(2,5-difluorophenyl)-N- {2-[3-( 1 , 1 ,4-trioxido-4- 
thiomorpholinyl)propoxy]benzyI}benzenesulfonamide 


80 




4-chloro-N-(2,5-difluorophenyl)-N.((l R)- 1 -{2-[3-(l - 
piperidinyI)propoxy]phenyl}ethyl)benzenesulfonamide hydrochloride 


81 




methyl ({2-[2-((lR)-l.{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl>5- 
fluorophenyljethy 1 } sul fmy l)acetate 


82 




4-chloro-N-(5-chloro-2-fluoropheny 1)-N.(( 1 R)-! - {2-[3-( 1 H-imidazol- 1 - 
y i)propoxy]pheny 1 }ethyl)benzenesulfonamide hydrochloride 


83 




methyl 3-({2-[2.((l R)-l -{[(4-chlorophenyl)sulfonyl].2,5-difluoroaniIino}ethyl)-5- 
fluoropheny i]ethy 1 } sulfany l)propanoate 


84 




4-bromo-N-(2.5-difluorophenyl)-N-{2-[3-(l- 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


85 




4-chloro-N-{2-[3-(diethylnitroryl)propoxy]benzyl}-N-(2,5- 
difluorophenyl)benzenesulfonamide 


86 




4-chloro-N-{2-(3-(diethylnitroryl)propoxy]benzyI}-N-(2,5- 
difluorophenyObenzenesulfonamide 


87 




2-((lR)-l-{t(4-chIorophenyl)sulfonyl].2,5-dinuoroanilino}ethyl).5-nuoroben2yl 4-mcthyI- 

1 -piperazinecarboxy late 
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88 




4-chloro-N-(2,5-difluorophcnyl).N.((lR)-l.{2-[3.(2H.tetraazoi.2. 
yl)propoxy]pheny]}ethyl)benzenesulfonamide 


89 




4-chloro-N-(2.5-difluorophenyl)-N-({ 1 -[3-( I -piperidiny l)propoxy].2- 
naphthy I }methy Obenzenesulfonamide hydrochloride 


90 




4.chIoro-N.(2,5-difluoropheny l)-N-(( I R)- 1 - { 2- [3-(4-methy I- 1 H-pyrazol- 1 - 

yl)propoxy]phenyl}ethyl)benzenesulfonainide 


91 




4"Chloro-N-(2,5-difluoropheny I)-N-(( I R)- 1 - {4.fluoro-2-[2-(2- 
pyridinylmethoxy)ethyl]phenyi}ethyl)bcnzencsulfonamide hydrochloride 


92 




4-[2-((lR)-I.{[(4-chlorophcnyl]teulfonyI]-2.5-difluoroanilino}ethyI)-5-fluorophenyl>^ 

methylbutanamide 


93 




N.(ailyloxy)-4-[2-((lR)-l-{{(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl> 

fluorophenyl]butanamide 


94 




4-chloro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 - {4-fluoro-2-[4.(4- 
thioinorpholinylsulfonyl)butyl]phenyl}ethyl)benzenesulfonainide 


95 




methyl ({2-[2-((lR)-l-{[(4K;hlorophenyi)sulfonyl]-2,5-difluoroaniIino}e% 
fluorophenyl]ethyl}sulfanyl)acetate 


96 




4-chioro-N-(2,5-difluorophenyl)-N-((lR)-l-{4-fluoro-2-[3- 
(methylsulfanyl)propyl]phcny!}ethyl)benzenesulfonamide 


97 




2-(( 1 R)- 1 - { [(4-chloropheny l)sulfonyi]-2,5-difluoroaniIino}ethy I)-5-fluoroben2yl 4- 
thiomorphoiinecarboxylate 


98 




4^hIoro-N^2,5-difluorophenyI)-N-((lR)-l-{2-[3-(lH-tetraazoI-l. 
yl)propyl]phenyI}ethyi)benzenesulfonamide 


99 




4-chIoro-N-(2,5-difluoropheny!).N.[(lR).l-(4-fluoro-2-{4- 
[methoxy (methy l)am ino]buty I } pheny l)ethy l]benzenesul fonamide 


100 




4-chioro-N.(2,5.difluorophenyl)-N^(IR)-l-{2-[3-(lH-tetraazol-l- 
y!)propyi]phenyl}ethyl)benzenesulfonamide 


101 




3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanirino}e%l)-5-fluorophenyl]-N-[2- 
(4-morpholinyl)ethyl]propanamide 


102 




4-chloro-N-(2,5-difluorophcny I)-N- { ( I R> 1 -[4-fluoro.2-(4- 
oxopentyl)phenyl]ethyl}benzcnesulfonaniide 


103 




4.ch!oro-N-(2,5-difluoropheny I)-N- {( 1 R)- 1 -[4-fiuoro-2.(4- 
oxobutyl)phenyl]ethy!}ben2cnesulfonamide 


104 




4-[2-((lR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniHno}ethyl)-5-fluorophenyn 

ethoxybutanamide 


105 




4-chIoro-N-(2,5-difluorophenyl)-N-(l.{2.(3-(lH-imida2ol-l- 
yl)propyI]phenyi)ethyl)benzenesulfonamide 


106 




4-[2<(lR)-l-{[(4-chlorophenyl)sulfonyll-2,5-difluoroanilino}cthyl>5-fl 

ethylbutanamide 


107 




methyl 3-({2-[2-((lR)-l.{[(4-chlorophcnyl)suIfonyI]-2,5-difluoroaniHno}ethyl)-5« 
f1uorophenyl]ethyl}sulfonyl)propanoate 


108 




4-chloro-N-(2.5.difluoropheny l)-N-{( I R)- 1 - {2.[3-oxo-3-(4- 
thiomorphoIinyl)propyl]phenyl}ethyl)ben2enesuifonamide 


109 




4-chloro-N-(2,5-difluoropheny I)-N-[( 1 R)- 1 -(2- {3- 
{methyl(methyIsulfonyl)amino]propoxy}pheny!)ethyl]benzenesulfonamide 


110 




N-{3-[2-((lR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N 
methylnicotinamide hydrochloride 


111 




4-chloro-N-[(lR).l.(2-{3-[(diethylamino)suIfonyl]propyl}-4.fluorophenyl)ethyI]-N-(2.5. 
difluorophenyl)benzenesulfonamide 


112 




3-[2-((IR)-l.{[(4-chlorophcnyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]-N- 

isobutylpropanamide 


113 




methyl 2-amino-3-{[2-((IR).l.{[(4-chlorophenyl)sulfony!l-2,5-difluoroanilino}ethy0-5- 

fluorobenzyl]sulfonyl}propanoate hydrochloride 


114 




4-chioro-N-(2,5-difluorophenyI)-N-{(lR)-l-[4-fluoro-2-(5,5,5-trinuoro-4- 
oxopentyl)phenyl]elhyI}benzenesuIfonamidc 


115 




4-chloro-N-(2.5-difluorophenyI)-N-((lR)-l-{2-[2-(elhy!sulfonyl)ethyI]-4- 
fluorophenyI}ethyl)benzencsulfonamide 


116 




4-chloro-N-{2,5-difluorophenyI)-N-((!R)-l-{4-fluoro-2-[3-(4-methyl-l- 
piperazinyl)propyl]pheny]}ethyl)benzenesulfonamide 
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117 




3-[2-((lR)-l-{[(4-chlorophenyl)suironyl]-2,5-difluoroanilino}ethylVS-fluorophenyl]-N- 

^tetral^vdrn-^-fiiran vl mf'f hvf 

\^ibu (uijrui w oil/ iiiicui^i/prupanailllQC 


118 


^+H^ 


3-[2-(( I R)- 1 -{((4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl)-5-fluorophenyI]-N- 

w 1 u n c Ay 1 pro p cu] din 1 Q & 


119 




4-chloro-N-(2,5.dinuorophenyl)-N-((IR)-l-{2-[3-(2-methy|.lH-imidazol-l- 
y i;prDpoxyjpnenyi;cinyi joenzenesuiionainioe nyarocnlonae 


120 




3-({2.[2<(lR>l-{[(4-chlorophenyl)sulfonylI-2,5-difluoroanilino}ethyl)-5. 
iiuoropncnyijeinyi/suiionyi jpropsuioic &cig 


121 


+++++ 


4.chloro-N-(2,5-dinuoropheny l)-N.(( 1 R)- 1 -{2-[3-(2,5-dioxo. 1 - 
pyiToiiainyijpropoxyjpnenyi/einyijDcnzenesuiionainiae 


122 


+++++ 


3-[2-(( 1 R). 1 .{ [(4-chlorophenyl)sulfony l]-2,5-difluoroaniIino}ethyl)pheny IJpropyl 4- 

uiioinoipnoiinecarooxyiaic 


123 


+4+H- 


tert-butyl 4-{3-[2-((lR)-l-{[(4-chlorophcnyl)sulfonyl]-2,5-difluoroanilino}ethyl^ 
iiuoropncnyijpropanoyi/- 1 -pipcrazinccarDOxyiate 


124 


•HH-H+ 


N-{4-[2.((lR>l-{[(4<hlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyI)^ 

m einy ipropanam ice 


125 


1,111 


4-[2-(( 1 R)- 1 - { [(4.chloropheny l)sulfonyl]-2,5-difluoroanilino}ethyl)-5-nuoropheny 1]-N- 

cyclohcxylbutanamidc 


126 


Mill 


4^hloro-N-(2.5-difluorophenyl)-N-(( I Ky 1 -{2-[4-(cthyIsulfanyl)butylH- 
fluoropheny 1 } ethy l)benzenesulfonaniide 


127 


-H+H- 


3-{[2-((lR).l-{[(4-chIorophenyl)suIfonyl]-2,5-difluoroaniUno}ethyl)-5- 

iiuoroDcnzyijsuiionyi/ propanoic aCiQ 


128 


+++++ 


2-[2-(( 1 R)- 1 - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}cthyl)-5-fluorophenyl)cthyl 

nicoiinaic nyarocnionae 


129 


++4-H. 


N.[2.(4-chloropheny l)ethy I]-3-[2-(( I R)- 1 - { ((4-chlorophenyl)su!fony l]-2,5- 
aiiiuorosuiiuno /cuiy 1 j-'3*iiuoropnenyijpropanainta6 


130 


++4++ 


N-{3-[2-{l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniIino}cthyI)phcnoxy]propy^ 

tnmethy 1 propanam ide 


131 


Mill 


methyl ({2.[2-((l R> 1 -{ [(4.chlorophenyl)sulfonyl]-2,5-dinuoroanilm^ 
fluorophenyl]ethyl}sulfonyI)acetate 


132 


1 M M 


2-[2-(( 1 R)- 1 -{ [(4-chiorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyi]ethyl 4 

thiomorphol inecarboxy late 


133 





4-chloro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 -{4.nuoro-2-[3-( 1 H-imidazol- 1 - 
y l)buty l]pheny 1 } ethy I)benzenesu[fonain ide hydrochloride 


134 


Mill 


4-[2-(( 1 R)- 1 -{ [(4-chlorophcnyl)sulfonyl]-2,5-difluoroanilino}cthyl)-5-fluoropheny l].N- 

tsobutoxy butanam ide 


135 





1-tert-butyl 4-{2-[2-((IR)-l.{[(4<hlorophcnyI)sulfonyl].2,5-difluoroanilino}e% 
fluoropheny I]ethyl } 1 ,4-piperazinedicarboxy late 


136 


Mill 


4-chloro-N-(2,5-difluorophenyl)-N-(( 1 R>- 1 - { 4-fluoro-2-[3-(4-morpholiny l>3- 
oxopropyl]phenyl}ethyl)benzenesulfonamtde 


137 





4-chloro-N-(2,5-difluoropheny i)-N-(( 1 R)- 1 -{ 2-[3-(4-inethy 1- 1 -pipcra2inyI)-3- 
oxopropy]]phenyl } ethyl)benzenesulfonaniide 


138 





4.chloro-N-(2,5-difluorophenyI)-N-((lR)-l.{4-fluoro-2-[(3E)-3- 
(hydroxyiniino)butyl]phenyl}ethyl)benzenesulfonamide 


139 


■H-HH- 


4-chloro-N.(2,5.dichloropheny 1).N- {2-[3-( I - 
piperidinyl)propoxy]benzyl}benzenesulfonainide hydrochloride 


140 


IMII 


4-chloro-N-(2,5-dichlorophenyl)-N-{2-[3-(l- 
piperidiny l)propoxy]benzy 1 } benzenesulfonamide 


Ml 





4.chloro-N.(2,5.dichlorophenyl).N-{2.[3-(I- 

piperidinyl)propoxy]benzyl} benzenesulfonamide hydrochloride 


142 


Mill 


2-[2-(( 1 R)- 1 -{ [(4-chIorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl)phenyl]ethyI nicotinate 


143 


4^ 


4-[2-((lR)-l-{2,5-dichloro[(4-chlorophenyl)suIfonyl]anilino}ethyl)-5. 

fliinrnnhpnvllhiitAnnSc noiH 


144 




2-[2-((lR)-l-{[(4-chlorophcnyl)suIfonyl]-2,5-difluoroanilino}cthyl)phenyI]ethyl 4- 

morpholinecarboxylate 


US 




4-[2-( 1 - { [(4-chiorophenyl)sulfonyl]-2,5-difluoroantlino}ethyl)phenoxy ]-N- 

methylbutanamide 
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146 


+++++ 


N-benzyl-3-[2.((lR).l-{I(4.chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5- 

iiuuropncnyij-iN-[z-^ainicinyiaiTiinojeinyijpro 


147 




4-chloro-N.(2,5-difluorophcnyl)-N-((lR)-l.{2.[3-(2H-tetraazoI-2- 

yupropyijpncnyijetnyi)oenzcnesulfonainiae 


148 




4-chIoro-N-(2,5-difluorophenyl>N-((l R)- 1 -{4-nuoro-2-[4- 
(metnyisullanyl)butyIjphenyl}ethyl)benzenesulfonamide 


149 




4<hloro-N-(5K;hloro-2-nuorophenyl)-N.[(lR)-l.(4-fluoro-2-{4- 
[(^memyiamino}sulionyljDutyI}pncnyI)cthyIjben2enesuifonam 


ISO 


Mill 


3-[2-((IR)-l-{((4.chlorophenyl)sulfonyi]-2,5-difluoroanilino}ethyl)-5-nuorophe^^ 
( 1 H-imidazoI- 1 -y])propyl]propanamide 


ISl 


■H-HH- 


4-chloro-N-{2,5-difluoropheny l)-N-( 1 - { 2-[3-( I - 
piperiainyj>propoxyjpnenyl}etnyl)benzenesulionaniide hydrochlonde 


152 


+++++ 


2-[2-(( 1 Ry 1 -{ [(4-chlorophenyl)sulfonyl].2,5-difluoroaniIino}cthyl)-5-fluoroph^^^^ 3 

pyridinylmethylcarbamate 


153 


+++^ 


N-butyW-[2-((IR).l.{[(4-chIorophcnyl)suIfonyI].2,5-difluoroanilin^ 
fluorophenylJ-N-methylpropanamide 


154 


+m 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyI).5-fluorophenyy 

isonicotinate 


155 


IIMI 


3-[2-({lR).I.{[(4-chlorophenyI)sulfonyn-2,5-difluoroaniiino}ethyI)-5-fluoro^ 

(2-pyndinyl)ethyl]propanamide 


156 


inn 


N-benzyl-3-[2<(IR)-l-{[(4-chlorophenyI)sulfonyI]-2.5-difluoroanilmo}^^ 
fluorophcnyljpropanamide 


157 


II III 


3-[2-((lR).l-([(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluoro 

fluoFobenzyl)propanamide 


158 


inn 


methyl (2R>2-ain ino-3-( {3-[2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfony 1].2,5- 


159 


nin 


2-[2-(( I R)- l-{[(4K5hlorophenyl)suIfonyll-2,5-difluoroanilino}ethyl)phenyI]ethyl 

isonicotinate 


160 


III II 


N-(l,3.benzodioxoI-5-ylmethyl)-3-[2-((lR)-l.{((4-chlorophenyI)suIfonyl].2,5- 
GitiuoroaniIino}ethyl)-5-fluorophenyI]propananiide 


161 


inn 


N-(tert-butyl>3.[2<(lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}e%^^ 

f1uorophenyl]propanamide 


162 


inn 


4-chloro-N-(2,5-difluorophenyl)-N-{5-fIuoro-2-[3-(l- 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


163 


inn 


4-chloro.N-(2,5-difluorophenyl)-N-[(IR>l-(4-fluoro-2-{3-[2-(trifluoromethyl)-lH- 
imidazol- 1 -yI]propyl}phenyl)ethylJben2enesulfonamide 


164 




3-[2-((lR)-l-{[(4-chlorophenyl)suIfonyI]-2,5-difluoroanilino}cthyl)-5-Ouorophcnyl].N-(2- 

furylmethyl)propanamide 


165 


inn 


4-chIoro-N.(2,4-difluorophenyl)-N-(( 1 R)- 1 -{2-[3-{ 1 H-imidazoI- 1 - 
yl)propoxy)phenyl}ethyi)benzenesulfonamide hydrochloride 


166 


inn 


4-chloro-N-(2,5.difluorophenyl)-N-(( 1 R)- 1 - {2-[2-(2H-tetraa2X)I-2- 
yl)ethy!]phenyl}ethyl)benzenesulfonainide 


167 


inn 


3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]-N-[2- 

(diethyiaiTiino)ethyl]propanamide 


168 


inn 


3-[2-((lR)-l-{((4-chlorophenyl)suIfonyI]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]-N-(2- 

pyridinylmethyl)propanamide 


169 





4-chloro-N-(2,5-difluoropheny I)-N-(( 1 S)- 1 - { 2-[3-( 1 - 
piperidinyl)propoxy]phenyl}ethyl)ben2enesulfonamide hydrochloride 


170 


inn 


4-chloro-N.(2,5.difluoropheny!)-N-<l-{2-[3-{lH-iinidazol-l- 
yl)propoxy]phenyl}ethyl)bcnzenesulfonamide hydrochloride 


171 


inn 


3-[2-((lR)-I-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-nuorophenyl]-N-(4- 

methylcyclohexyI)propanamidc 


172 


-HHhH- 


N-{2-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroaniIino}ethyl)phenoxy]ethyl}-N,2- 

d im eth V Inronan am 


173 




4-chIoro-N-{2,5-difluorophenyl)-N-{(lR)-l-[4-nuoro-2-(3- 
oxobutyl)phenyl]ethyi}benzenesulfonamide 


174 




4-chloro-N-(2,5-difluorophcnyl)-N-((lR)-l-{2-[2-(IH-tetraazol-I- 
yl)ethy!1phenyi}ethy[)benzenesu]fonainide 
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175 




4-chloro-N.[5-chloro-2-(hydroxymcthyl)pheny l)-N-{( 1 R)- 1 -{2-[3-{l H-imidazol- 1 - 
y l)propoxy]pheny I } ethy l)benzenesul fonamide 


176 




4-chloro-N-(2,5-difluorophenyl)-N-(( 1R).1 -{2-[2-( I H-tetraazoM - 
yl)ethyl]phenyl}ethyl)ben2enesulfonaniidc 


177 




4-chloro-N-(2.5-dinuorophenyl)-N.{2-[3-(l. 
pyrrolidiny!)propoxy]benzyl )benzenesulfonaniide hydrochloride 


178 




4-chloro-N-(2,5-difluorophenyl)-N-{2.(3-( 1 - 
pyrrolidinyl)propoxy]benzyl}ben2enesulfonainide hydrochloride 


179 




4-chIoro-N-(2,5-.difluoropheny l).N-[( I R)- 1 -phenylethyl]benzenesuIfonamide 


180 




4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-{l- 
piperidinYDDroDvllbenzvHbenzenesulfonamide hvdrochloride 


181 




2-(( 1 R)- i -{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}cthyl)-5-fluoroben2yl 2-(4- 

moroho lin vt^eth vicarbamate 


182 




4-chloro.NK2,5-difluorophenyl)-N-{(lR).l.[4-fluoro-2-(5,5,5-trifluoro-4- 

hydroxyocntynDhenvllethvllbenzenesulfonamide 


183 


■H-H- 


3-[2-(( 1 R> I -{ [(4-chlorophenyl)suIfonyl]-2,5-difluoroaniIino}ethyl)-5-fluoropheny l]-N-[2- 
( 1 H-indol*3*vnethvllDroDanainide 


184 


•H-hf 


N-Il-(2-{4-[(aminocarbonyl)(methyl)amino]butoxy}phenyl)ethyl]-4-chloro-N-(2,5- 

fji f1 uoronhpn vl^hpn7<*npd ilf/Miiiin iHi* 


185 


++++ 


2-(( 1 R)- 1 - { [(4-chlorophcnyi)sulfony l]-2,5-difluoroanilino} ethyl)benzy 1 4- 

m nmh nl i n rKn y vl n 


186 


+-H-f 


3-[3 -(( 1 R)- 1 - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethy Opheny IJpropanoic acid 


187 


MM 


3-[2-((l R)- 1 -{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyI).5-fluorophenyl]-N-(3- 

Dvridinvlmethvl^DroDanainide 


188 


-H-f+ 


4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyI)phcnoxy]-N- 
methoxybutanaxnide 


189 


-H-H- 


methyl (2S).2.[(tcrt-butoxycarbonyl)amino]-3-{[2-((lR)-l-{[(4.chIorophenyl)sulfony 
d i fluoroan i 1 ino 1 eth V IV S -flunrohen Tvll 1 fn nvH nrft nan ft flt<» 


190 


++++ 


4-[2-({[(4-chlorophcnyl)sulfonyl]-2,5-difluoroanilino}methyl)-5-fluorophenyl]butanoic 


191 


-H-H- 


N-{3-(2-(l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phcnoxy]propyI}-N- 

methvlnicotinamiHp 


192 


M M 


3-[2.((lR).l.{[(4-chlorophenyl)sulfonyI].2,5-difluoroaniIino}cthyl)-5-fluorophenyIJ-^^^ 

n vri d i n V nnrnnan&m ide 


193 


-H-H- 


N-{4-[2-(l-{[(4-chlorophenyl)suifonyl]-2,5-difluoroanilino}ethyl)phenoxy]butyI}-N- 

mf*tKivlnmnnnnmiHp 


194 


M f t 


2-[2-(( I R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino)ethyl)-5-fluorophenyl]ethyl 4 

m omli aI i n#*CArho wl Atp 


195 


•H-H- 


4.chloro-N-(2,5-difluorophenyi)-N-(( I R)- 1 •{4-fluoro-3-[3-( 1 H-imidazol- 1 - 

V 1 ^nrnn V 1 1 nh^n v1 ) pth v 1 ^hpti 7pn pci ilfnnsimfrlp li v/i rnr h Inrt <4 a 


196 


-H-H- 


4-chloro-N-{(IR)-l-[2-(3-cyanopropyI)-4-fluorophcnyl]cthyl}-N-(2,5- 

HifliinrnnKipnvl^hpnTPnPdilfAnnmirlp 
uiiiuvFi yjfju^iij I ^uwii/ifWiicduiiv/iicuiiiuv 


197 


M M 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyI]ethyl 2-(2- 

pyridinyl)ethylcarbamate 


198 


+-H-f 


2-[2-((lR)-l.{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-nuorophenyl]ethyn 

nvridinvlrarhaiTiBte 


199 


++++ 


4.chloro-NK4-fluorophenyI)-N-(( 1 R)- 1 -{2-[3-( 1 H-imidazol- 1 - 

/ ■/pi vpuAjr jpiiwiijrt jwuijriyuwiiASiicauilUliailllUC IljrurUdiluriUC 


200 


MM 


2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2.5-difluoroanilino}ethyl)-5-fluorobenzyl 

1 c An 1 /^/^t t n sit^ 
lauiucuiiiiaic 


201 


++++ 


4-chloro-N-(2,5-difluorophenyl)-N-(( 1 R)- 1 -{2-[3-(4-morpholiny l)-3- 
oxopropyl]phenyl } ethyl)benzenesuIfonamide 


202 


++-H- 


2-((lR)-i-{[(4-chlorophenyl)sulfony!]-2,5-difluoroanilino}ethyl)-S-i1uorobenzyl nicotinate 


203 


++++ 


3-[2-(( 1 R)- 1 -{ [(4-chIoropheny l)sulfony!I-2,5-dinuoroanilino }ethy l)-5-fluoropheny ll-N-(2- 

methoxyethyl)propanamide 
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204 


1 1 1 1 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-dinuoroaniIino}ethyl>5-fluorophenyI^ 1 

piperidinecarboxylate 


205 


-H-H- 


4-[3-(( 1 R)- 1 - {[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino }ethyl)pheny l]butanoic acid 


206 


-hH-+ 


3-[2-(( 1 R)- 1 - { [(4-chiorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]-N-(4- 

fluorobenzyOpropanamide 


207 


+4^-1- 


4.chloro-N-(2,5-difluorophenyI)-N-{( 1 R)- 1 -[4-fluoro-2-(5-methyl-4.oxo-5- 
hexenyl)phcnyl]cthyl}benzenesulfonamide 


208 


++++ 


2-(( 1 R)-l -{ [(4-chlorophcnyl)sulfonyl].2,5-difluoroanilino}cthyl)-5-fluorobenzyi 2- 

phenylpropylcarbamate 


209 


++++ 


2-((IRVl-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroannino}ethy!)benzyl tcrt-butylcarbamate 


210 


++++ 


3-[2-((lR)-l-{[(4-chlorophenyJ)sulfonyl]-2,5-difluoroanilino}ethyl).5-fluorophenyl]-N-[^^ 
(trifluoromethyl)benzy]]propanamide 


211 


++++ 


3-[2.((lR>l-{[(4-chIorophcny0sulfonyl]-2,5-difluoroanilino}ethyl>5-fluorophen^ 

diethyipropanamide 


212 


1 1 1 1 


4-chloro-N-{2,5-difluorophenyI)-N-'[U(2-{3- 
[[(cthylamino)carbonyl](me%l)amino]propoxy}phenyl)ethyl]benzenesulfonamide 


213 


-H-H- 


N-{4-(2-{l-{[(4<hlorophenyl)sulfonyl]-2,5-difluoroanilino}cthyl)phenoxy]buty^ 
methoxy-N-methylacetatnide 


214 


++++ 


N-{2-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}cthyI)phenoxy]e%^ 

methylacrylamide 


215 


■H-f4- 


2-(( 1 R)- 1 -{ [(4-chlorophcnyl)suIfonyI]-2,5-difluoroaniimo}ethyl)-5-fluorobcnzyl 3-( 1 H- 

imidazol-1 -yl)propylcarbamate 


216 


-H-H- 


N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}inethyI)phenoxy]propyl}-N- 

methylnicotinamide 


217 


1 1 1 1 


N-{3-[2-(l-{[(4-chlorophcnyI)sulfonyI]-2,5-difluoroaniHno}ethyl)phcnoxy]propyl}-^^ 

methylacetamide 


218 


-H-H- 


2-[2-((lR)-l-{[(4-ch!oropheny!)sulfonyl]-2,5Klifluoroanilino}cthyl)-5-fluorophenyl]eth 

isopropyicarbamate 


219 


M n 


2-[2-(( 1 R)- 1 - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethy l)-5-fluoropheny I]ethy I 

benzylcarbamate 


220 


MM' 


N-{4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2>difluoroanilino}cthyl)phcnoxy]buty 

methylacetamide 


221 


++++ 


4-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}cthyl)phenoxy]butanoic acid 


222 


MM 


N- {4-[2-( 1 -{ [(4-chlorophenyl)sulfonyl]-2,5Klifluoroanilino }cthy 1)^^ 
methyl-4-morpho!inecarboxamide 


223 


++++ 


4-[2-((lR)-l-{((4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}cthyl)-5-fluorophenylJ-N.N- 

diethylbutanamide 


224 


+H-H- 


metliy 1 4-[{3-[2-( 1 -{ [(4-ciilorophenyl)sulfony I]-2,5- 
difluoroaniIino}ethyl)phenoxy]propyl}(methyI)amino]-4^xobutanoate 


225 


-H-H- 


4-chloro-N-(2,5-difluorophenyl).N-(( 1 R)- 1 - { 2-[( 1 , 1 -dioxido-4-thiomorphoiiny l)metliy l]-4- 
fluorophenyl}ethyl)benzenesulfonamide 


226 


i M 1 


2-((lR)-l-{[(4-chlorophenyl)sulfonyIJ-2,5-difluoroanilino}ethyI)benzyl 4-methyI-l- 

piperazinecarboxylate 


227 


MM 


N,N-dially l-3.[2.(( 1 R)- 1 - { [(4-chlorophenyl)suIfonyI]-2,5-difluoroanilino}ethyl)-5- 
fluorophenyl]propanamide 


228 


++++ 


3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl).5-fluorophenyl]-N-(2,^ 

dimethoxyethyl)propanamide 


229 


++++ 


3 -[2-(( 1 R)- 1 -{ [(4-chIorophenyl)sulfony!]-2,5-difluoroanilino }ethyl).5-fluorophenyl]-N-(2- 

phenyipropyl)propan amide 


230 


Mil 


4-chIoro-N-(2,5-dibromopheny I)-N- {2-[3-( 1 - 
piperidinyl)propoxy)benzyl}benzenesulfonamide hydrochloride 


231 




N.{3-[2-( 1 -{ [(4.chlorophenyl)sulfonyl].2,5- 
difluoroan^ iino }ethyi)phenoxy]propy 1 } acetamide 


232 


++++ 


4-chloro-N-(2,5-difluorophenyl).N-{ 1 -(2-(3- 
{methyI((methyiamiiio)carbonyl]amino}propoxy)phenyI]ethyIlbenzenesulfonamide 
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233 


++++ 


2-[2-((lR)-l-{[(4-chlorophenyl)suIfonyl]-2,5-dinuoroanilino}ethyl)-5-fluorop 

pyridinylmethylcarbamate 


234 


-H-H- 


N- { 3-(2-( 1 - { [(4-chloropheny l)suIfony l]-2,5-difluoroaniImo }cthy Ophenoxy Jpropy 1 } -N- 
methytcyclopropanecarboxamide 


235 


-HH-4- 


2-[2-((lR>l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanUino}elhyl).5-fluorophenyl)ethyl2 

(2-pyridlnyl)ethylcarbamate 


236 


-H-H- 


3-[2-(( 1 R)- 1 -{ [(4-chlorophenyl)suIfony I]-2,5-dinuoroaniIino}ethy l)phenyl]-N-[3-( I H- 
imidazol- 1 -y l)propy l]propanamide 


237 


++++ 


4-chloro-N-(2,5-difluorophcnyl).N-((lR>.l-{2.[3-oxo-3-(l. 

piperidinyl)propyI]phenyl}ethyl)benzenesulfonamide 


238 


++++ 


N-{3-[2.(l-{[(4-chlorophenyl)suIfonyI]-2,5- 
difluoroanilino } ethy l)phenoxy]propy 1 } nicotinamide 


239 


++++ 


methyl (2S).2-{[2-((lR)-l-{((4.chlorophenyl)suIfonyl]-2,5. 
difluoroanilino } ethy I)benzyl]amino } propanoate 


240 


++++ 


4-chloro-N-(2,5-difluorophcnyl)-N-[( 1 S)-2-hydroxy- 1 -mcthylethy l]bcn2enesulfonamide 


241 


-H-H- 


2-[2-(( 1 R)- 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]ethyl 2 

(diethylamino)ethylcarbamate 


242 


-H-H- 


3.(2-({lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phcnyl]-N- 
cyclooctylpropanamide 


243 


++++ 


2-[{2-[2.(l.{[(4.chlorophenyl)sulfonyl]-2,5- 
difluoroaniIino}ethyl)phcnoxy]ethyl}(ethyl)amino]-l,l-dimethyl-2-oxoethyl acetate 


244 


++++ 


N-(2-{3-[(aminocarbonylXmethyl)amino]propoxy}benzyl)-4-chloro-N-(2,5* 

difluorophenyl)bcnzenesuIfonamide 


245 


++++ 


4.chloro.N-(2,5-difluorophenyl)-N.(l.{2.[3-(lH-l,2,3-triazol-l. 
yl)propoxy]phenyl}ethyl)benzenesulfonamide 


246 


-H-H- 


2.[2-((lR)-l-{[(4-chlorophcnyl)suIfonyl]-2,5-difluoroanilino}ethyl)phenyl]ethyl 2,2- 

dimethoxyethylcarbamate 


247 


4-H-f 


2-[2-((lR)-l-{[{4-chlorophcnyl)sulfonyl]-2,5-difluoroaniIino}ethyl)-5-fluorophcnyl]ethyl 

diethylcarbamate 


248 


++++ 


N-[5-chloro-2-(hydroxymethy Opheny l]-4-methy I-N-[( 1 S)- 1 - 
methylbutyl]benzenesuIfonamide 


249 


-H-H- 


tert-butyl 4-{3-[2-((lR).l-{[(4-chlorophenyl)sulfonyl]-2.5- 
difluoroanilino}ethyl)phenyl]propanoyl}-l-piperazinecarboxylate 


250 




2-[2-((lR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]ethyl 4-methyl- 

1 -piperazinecarboxylate 


251 




N-(2,5-difluorophcnyl)-4-fluoro-N.{2.I3-(l- 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


252 




2-(( 1 R)- 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroaniiino } ethy l)-5-fluorobenzyl 2- 

pyridinecarboxylate 


253 




N-{2-(2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-2- 
methoxy-N-methylacetamide 


254 




2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}cthyl)-5-fluorophenyl]cthyl4 

methyl- 1 -piperazinecarboxylate 


255 




N-(tcrt-buty l)-3-[2-(( I R)- 1 -{ [(4-chlorophenyl)sulfony I]-2,5- 
difluoroaniltno}ethyl)phenyl]propanamide 


256 




2-[2-(( 1 R> 1 - { [(4-chlorophenyl)sulfonyl].2,5-difluoroaniIino}ethy l)phenyl]ethy I 3- 

pyridinylm ethy (carbamate 


257 




3-[2-((lR)-l.{((4-chlorophenyl)sulfonyl)-2,5-difluoroanilino}ethyl)phenyl)-N-[2-(4- 
morpholinyl)ethyl]propanamide 


258 




4-(2-( 1 *{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino }ethyl)phenoxy]-N-(3- 
pyridinylmethyl)butanamide hydrochloride 


259 




N-{4-[2-(l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]buty[}-N- 

ethylacetamide 


260 


■4-+++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyli-2,5-difluoroanilino}cthyl)phenoxy]propyl}-N- 

methyl-2-furamide 


261 


++-H- 


N-{3-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 
methylcyclobutanecarboxamide 
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262 


-H-H- 


4-chloro-N<yclohexyl-N-{2-[3-(l-piperidinyi)propoxy]bcn^l}benzenesulfonamidc 

hydrochloride 


263 


++++ 


4-chloro-N.cycIohexyI-N-{2-[3.(l-piperidinyi)propoxy]benzyl}benzenesulfonamide 

hydrochloride 


264 


■H-H- 


4-chloro-N-cyclohexyI.N-{2-[3-(l-piperidinyi)propoxy]bcnzyl}ben2enesulfonamide 

hydrochloride 


265 


■f-H-f 


4-chloro-N-(2>dinuorophenyl)-N-[l-(2-{3-[{[(7J-dimethyI-2-oxobicyclo[2.2J]hept-l^ 
yl)methyI]sulfonyI}(methyl)amino]propoxy}phenyI)ethyl]benzenesulfonainide 


266 


-»-H-f 


2-[2.(( 1 Ry 1 -{ [(4-chloropheny0suIfonyI]-2,5-difluoroaniUno}ethy l)phenyl]ethyl tetrahydro 

2-furanylmethy!carbamate 


267 


-HhH- 


2-[2-((l R)- 1 -{ [(4.chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyI)-5-fluorophenyl]ethyl 

bis(2-methoxyethyl)carbamate 


268 


++++ 


3-[2-((lR)-N([(4-chiorophenyl)suIfonyl]-2,5-difluoroaniIino}ethyl)phenyI].N-[2Kl^ 

3-yl)ethyl]propananiide 


269 


■H-H- 


4-chloro-N-(2,5-dichIorophenyl)-N-[( 1 R)- 1 -(4-fluoro-2-{4- 
[(methylaniino)sulfonyl]butyI}phenyl)ethyl]bcnzcnesuIfonam!de 


270 


-H-H- 


2-[2-((IR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilirio}ethyI)-5-fluorophenyl]ethyI2 

(4-inorphoIinyI)ethylcarbamate 


271 


-K-H- 


4-chloro-N<2,5-difluorophenyl)-N.((lR).I.{2-[3-(4.5-dihydro-lH-imidazol-2-yl)^^^ 
£luorophenyl}ethyl)ben2encsulfonamide hydrochloride 


272 


•H-H- 


3-[2-((lR)-l-{[(4-chlorophcnyl)sulfonyl]-2,5-difluoroanilino}ethyl).5-fluorophcnyy^^ 
(l,2,3,4-tetrahydro-l-naphthalenyl)propanamide 


273 


-H-H- 


N-{3-[2.(I.{((4.dilorophenyl)sulfonyI].2,5^ifluoroanilino}cthyl)phenoxy]propyl}.2,^ 

ditnethylpropanamide 


274 


++++ 


4.tert-buty!-N-{3-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5- 
difluoroannino}ethy])phenoxy]propyl}benzamide 


275 


■H-H- 


2-[2-((lR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniHno}ethyI)phcnyl]eA^ bis(2- 

methoxyethyl)carbaniate 


276 


++++ 


N-{3-[2-<l-{[(4<hlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phcnoxy]propyI}-^^ 
methyl- 1 -adamantanecarboxamide 


277 


-H-H- 


4-chloro-N-(2,5-difluorophenyl)-N-(l -{2-[3-( 1 H-tetraa2oI-5- 
yI)propoxy]phenyl}cthyI)benzenesulfonamide 


278 


++++ 


4-chloro-N-(2,5-difluorophenyl>.N-{ 1 -[2-(4- 
{ethyI[(methylamino)carbonyl]amino}butoxy)phenyl]ethyl}benzenesulfonamide 


279 


•H-H- 


2-[2-(( 1 R)- 1 -{ l(4-chloropheny !)sulfonyi].2,5-difluoroanilino}ethyl)-5-nuorophenyl]ethyl 1 

benzyl-4-piperidinyicarbamate 


280 


++++ 


(2E>3.(3K(IR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroaniiino}c%l)pheny0 

propenoic acid 


281 


++++ 


4-chloro-N-(2,5-difluorophenyl)-N-{l-[2.(4- 
{methy![(niethylamino)carbonyl]ainino}butoxy)phenyllethyl}bcnzenesulfonainide 


282 


++++ 


4-chloro-N-(2,5-difluorophenyl)-N-{( 1 R)- 1 .[2-( I H-tetraazol- 1 - 
ylmethy Opheny l]ethy 1 } benzenesulfonamide 


283 


++-H- 


N-{3-[2-(l-{[(4-chlorophcnyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyI}-N,3- 

dimethyI-2-butenamlde 


284 


U M 


2-((IR)-I.{[(4-chlorophenyI)suIfonyl]-2,5.difluoroaniIino}ethyl)benzyl 1- 
piperidinecarboxylate 


285 


-H-H- 


4.chloro-N.(2-fluorophenyl)-N-(( 1 R). 1 •.{2-(3-{l H-imidazol- 1 - 
yl)propoxy]phenyl}ethyl)benzenesulfonainide hydrochloride 


286 


+-H-I- 


4-[2-({[(4^hlorophenyI)sulfony!]-2,5-difluoroanilino}mcthyl)phenyl]butanoicacid 


287 


-H-H- 


2-[2-(( 1 R). I •{ [(4-chloropheny l)sulfonyl]-2,5-difluoroaniIino)ethyl)-5-fluorophcnyl]ethyl 
tctrahydro-2-furanyImethy!carbainate 


288 


1 1 1 1 


3-[2-((lR)-I-{[(4-chlorophenyl)suIfonyI]-2,5-dinuoroanilino}ethyI)-5-fluorophenyl]-N-(2,5 

difluorobenzyOpropanamide 


289 


1 1 1 1 


N-(4.{({3-[2.(l-{[(4<h!orophenyI)suifonyl]-2,5- 
difluoroanilino}cthyl)phenoxy]propyl}(methyl)amino]sulfonyl}phenyl)acetamide 


290 


+4-H- 


3-[2-((lR)-l-{[(4-chlorophenyl)suIfonyI]-2.5-difluoroaniIino}cthyi)phenyl]-N-[2-(2- 
pyridinyl)ethyl]propanamide 
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291 


4-H-f 


N-{4-[2-(l-{[(4-chlorophcnyl)sulfonyl]-2,5-dlfluoroanilino}cthyl)phcnoxyJbuty^ 

2-methoxy acetam ide 


292 


++++ 


4-chIoro-N-(2,5-difluoropheny 1)-N- { 2-[3-( 1 -oxido- 1 - 
pyrrolidinyl)propoxy]benzy 1 } benzenesulfonamide 


293 


-H-f 


N-{2-[2-(l-{[(4<hlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)phcnoxy]ethy 

trimethy Ipropanam idc 


294 


+++ 


4^hloro-N-(2,5-difluorophenyl)-N-{ 1 -[2-(2. 
{ ethy l[(methy lainino)carbonyI]ainino } ethoxy)pheny I]ethy 1 ^benzenesulfonamide 


295 


+++ 


2-((IR>I-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-f1uorobenzyl 3- 

py rid i ny icarbamate 


296 


-H-h 


2-[2-(( I R). 1 -{ [(4-chlorophenyl)sulfony l]-2,5-difluoroaniIino}ethy I)-5-fluorophenyl]ethyl 

henTvl^ mcthvl^carhamate 


297 


-HH- 


N-[l-(2-{3-[[(tert-butylamino)carbonyl](melhyI)amino]propoxy}phcnyI)ethyI]-4-chl^^ 

^2 ^ i fl tin ronhen v 1 ^hen z^n p^u 1 fonfirn i H p 


298 


-HH- 


2-[2.((IR)-l-{[(4-chiorophenyl)sulfonyl]-2.5-difluoroanilino}ethyl>5-fluoro^ 
( 1 H-imidazol- 1 -yl)propy Icarbamate 


299 


+++ 


N-{2-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-N- 

m eth V 1 nronanam ide 


300 


•+-H- 


3-[2-(( 1 R)- 1 -{ ((4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]-N^2- 
. nvridinvlmethvnnronanainide 


301 


-H-f 


3-[2-(( 1 R)- 1 -{ [(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}cthy I)phcnyl]propy 1 3-( 1 H- 

imidazol* 1 -yl)propy Icarbamate 


302 


+++ 


4-chloro-N-(2-[2-(cyclohexylsulfmyi)ethoxy]benzyl}-N-(2,5- 
di fl uoronh en V n hen7ene<5u 1 fon ain 1 d e 


303 


-H-f 


2-[2-(( I R)- 1 - { t(4-chloropheny l)sulfonyl]-2,5-difluoroanilino}ethy l)-5.fluoropheny l]ethyl 

d tall vlcflrham fitp 


304 


+++ 


3-[2-{(lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroani!ino}ethyl>5-fluorophcn 

nhenvlethvnnrnnanamide 


305 


-m- 


4^hloro-N<2,5-difluorophcnyl>N.((lR)M-{2.[2-(2-mcthyI.lH.imida^ 

v1^pfhvl1nf1pnvl)pfhvt^Kpn7Pnpcl11f^ln9m idp hvHr/^<^tilAriHp 

^lywUlJrlJ^llwIl^l /vUl/l^UCIL£CllwOUll\/Il<liIllUC lljrUlUWllUl lUC 


306 


+++ 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]ethyl 

1 ? ^ il.tPtrsiKvdr/i> 1 stiAnhtKiatpnvl^nrKtsirtKifp 
1 )^)^)H~lvU cUI/VilU' 1 "llcXpilUlalvlljrivCU UCUllalC 


307 


+++ 


2-((lR>l-{[(4-chlorophenyl)suifonyl]-2,5-difluoroanilino}ethyl)benzyl 2-(4- 

f¥ii^mfmtinvl^pthv1f*jirhsifti ntp 


308 


+++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl)phenoxy]propyl}-N- 

lYipfhvl^^s^ nhpnvlciilfVinvl^ncptjiffniHp 


309 


+++ 


.N-{3-[2-<l-{[(4H:hlorophenyl)sulfonyl]-2,5-difluoroaniHno}ethyl)phenoxy]propyl}-3- 

cvann-'N-m pth vlhpnTam idp 


310 


+++ 


3-[2-<(lR)-l-{[(4-chlorophenyl)suIfonyI]-2,5-difluoroaniIino}ethyl)phenyl]-N-(2,2- 


311 


■f++ 


2-(( 1 R)- 1 -{ [{4-chlorophcny l)sulfony l]-2,5-difluoroanilino} ethy l)-5-fluorobcnzy 1 

c vol o APtv I carham atp 


312 


+-H- 


2-[2-((lR)-l-{[(4<hlorophenyl)sulfonyl]-2,5-difluoroaniHno}ethyl)-5-fluorophenyl]ethyl 

pvplfirtPtvlp^rHninatp 


313 


+++ 


4.chloro-N-(2,3-dichlorophenyl)-N- { 2-[3-( 1 - 

ninpridinvl^nrnnoYvlKtpnTvl \hpn7PrtPciilFnni)m iHp hvHmphtnriHp 


314 


+++ 


N-{3-[2-(l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]propyl}-N- 

m pth vl vth i nntipnpci 1 1 frinnm 1 d <* 


315 


-hH- 


2-[2-(( 1 R)- 1 -{ [(4-chIoropheny I)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]ethy! 


316 


-H-f 


3-[2-((lR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethy!)-5-fluorophenyl]-N,N- 

bis(2-methoxyethy I)propanam ide 


317 


+++ 


2-((lR)-l-{[(4-chloropheny!)sulfonyl]-2,5-difluoroanilino}ethyI)-5-fluorobenzyl 1,2,3,4- 
tetrahvdro«l -nanhthalenvlcarbamatp 


318 


+++ 


2-[2-((lR)-l-{[(4-chloropheny!)suIfonyl]-2,5-difluoroanilmo}cthyl)phenyl]elhyl 2-(4- 

morpholinyl)ethylcarbamate 


319 


+++ 


N-{2-[2-(l-{K4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-N- 
methyM-morphoUnecarboxamide 
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320 


+++ 


N- {3-(2-( 1 -{I(4<hlorophenyi)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propy 1 }-2,6- 

d tmethoxybenzamide 


321 


-H-f 


N-{3-t2-({[(4-chIorophenyl)sulfony!]-2,5-difluoroanilino}methyI)phenoxy]propyl}-N- 

methylacetamide 


322 


-hH- 


2-[2-((lR).l-{((4-chlorophenyl)su]fonyl)-2,5-difluoroanilino}ethyI)-5-fluoroph^ 
( 1 -inethvI-2-DviTolidin vHeth vlcarhamatp 


323 


+-H- 


2-[{4.[2-(l-{[(4.chIorophenyl)suIfonyl].2,5- 

difluoro&nilino^CthvnDhenoxvlbiitvlKmethvI'^aminnl- 1 1 •>dimpthvU9.nvnAtlit#l dootato 


324 


+-H- 


4.chloro-N-(2,5-dichIoropheny 1)-N.(( 1 R)- 1 - { 2-[3-( 1 H-imidazoU 1 - 
vnDroDOXvlDhenvnethvllbenzene^JulfnnanniHe hvrfmrh1nriH*» 


325 


-HH- 


2-[2-(( I R)- 1 -{[(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl>5-fluorophenyl]ethyl 

2.2*dlinethoxvethvIcarbafnate 


326 


+++ 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonylI-2,5-difluoroanilino}cthyl)phcnyI]ethyl 1,3- 
benzodioxol-5-yImethylcarbamate 


327 


+++ 


N-{2-[2-(l-{[(4K5hlorophenyI)suIfonyl]-2,5-difluoroani!ino}e%l)phcnoxy]ethyl}-N 
methyicyclobutanecarboxamide 


328 


+++ 


2-[2<(lR)-l-{[(4-chlorophenyi)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluoroph 

fluorobfflizvlcarbamate 


329 


4-H- 


4<hloro-N-(2,5-difluorophcnyI)-N-{2-[3-( 1 - 
DiDCridinvnDroDvllbenTvl ) benzene^ulfonamide hvHrnrhlnHHp 


330 


-H-h 


N-{4-[2Kl-{[(4-^lorophcnyi)sulfonyl]-2,5-difluoroaniUno}ethyl)phenoxy]butyl}-N^ 

ethvlnronanam ide 


331 


+++ 


N-{2-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilmo}e%l)phenoxy]e^^ 

m eth V 1 acctam i d e 


332 


+++ 


2-[2.((lR)-l.{[(4-chlorophcnyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]^^ 2-(l- 

D viToli din V heth V Icariiam ate 


333 


+++ 


3-[2-(( I R> 1 - { [(4-chlorophenyl)sulfony l]-2,5-difluoroanilino }ethy l).5-fluorophen^ 

d i f1 uorahcn tv I ^nronan am i H p 


334 


-H-+ 


2-[2-((lR).l.{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl).5-fl^ 

RiPth vl Avplnhpy vl r*fli4isifin ntp 


335 


+-H- 


3-((l R)- N{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)benzoic acid 


336 


+++ 


4-chloro.N-(2.5-difluoropheny l)-N-{( 1 R)- 1 -[2-( I H- 1 .2,4-tria2ol- 1 - 
vlmethvnnhenvllethvt ) benTenesulfnnamtdp 


337 


■M-f 


3-[2-{(lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyll-N- 

tneth vl-N-Dhenvlnronanatn ide 


338 


-H-4- 


N,N^iallyl-3.I2-{(lR).l-{[(4-chlorophenyl)sulfonyl]-2,5- 

difliJorcianiIiiin)ethvl^nhpnvnnrAnanamtHp 


339 


-H-f 


4-chloro-NK2,5-difluorophenyl).N.((lRH-{2.(2-(lH-l,2,4.tria2ol-^ 
vnethvllDhenvnethvnhenzfinesulfnnamide 


340 


•f-H- 


4-butoxy-N-{3-[2.(l-{((4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino I ethvnDhenoxvlnranvl Ihenramidp 


341 


-H-+ 


N.{4-[2-(l-{[(4.chlorophenyl)sulfonyl]-2,5-difluoroaniHno}ethyl)phenoxy]butyl}^^ 

trittiethvlnrnnanamidp 


342 


+++ 


3-[2K(lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-dinuoroanilino}ethyl)phenyl].N.[4- 

( trifluornmethvnhenTvllnrnnanafniHp 


343 


+++ 


2-[2-(( 1 R). 1 - {[(4-chlorophenyl)sulfonyl]-2,5-difluoroanirmo }ethyl)pheny IJethyl 2- 

^di£thvlam^nn^ethvlcarhamnfp 


344 


+++ 


N-{3-[2-(l-{[(4-chlorophenyI)suIfonyl]-2,5-difluoroanilino}ethyI)phenoxy]propyl}-N- 

mpthv1-9-0-fhipnvnacptamirlp 


345 


-H-4- 


2-{2-((IR>l-{[(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl)-5-nuorophe^^ 2 

^ 1 H>indnl-'^*vnpthvlr'arhaniatp 


346 


-H-f 


2-((l R)- 1 -{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}cthyl)benzyl 
methyl(phenyl)carbamate 


347 




N-{3-[2-(l-{[(4-chlorophenyl)sulfony!J-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 
methyl-2-nitro-4-(trifluoromethyl)benzenesutfonamide 


348 


+++ 


4-chloro-N-(2,5-difluorophenyl)-N-[l-(2-{3- 
(methyl(phenylsulfonyl)amino]propoxy}phenyl)ethyi1benzenesulfonamide 
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349 


-H-+ 


2-(2-(( I R). 1 - { [(4-chlorophenyi)sulfonyI]-2,5-difluoroaniJino}ethyl)-5-fluorophcnyIJethyI 

phenylcarbamate 


350 


+++ 


2,6-dichloro.N-{3-[2-(l.{[{4-chlorophenyl)suIfonyI]-2,5- 
difluoroanilino}cthyl)phenoxy]propyI}benzamide 


351 


+-H- 


methyl 3-[2-( 1 - { [(4-ch!orophenyl)sulfony 1].2,5- 
difluoroanilino}ethyI)phenoxy]propyI(methyl)carbamate 


352 


-H-f 


3-[2K(lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-dinuoroaniiino}cthyl>5-fluor^^^ 

phenylpropanamide 


353 


-hH- 


3-[2-((lR)-I-{[(4.chlorophcnyI)sulfonyl]-2,5-difluoroanilino}c%I)phcnyl]-N^^^^ 

2-furanylmethyI)propanamide 


354 


+-l-f 


2-[2-(( I R)- 1 . { [(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethy I)phenyl]ethy 1 3 -( 1 H- 
imidazol- 1 -y l)propylcarbamate 


355 


+++ 


N-{4-[2-(l-{[(4-chIon)phenyl)sulfonyl]-2,5-dinuoroanilino}ethyl)phenoxy]butyl}-N- 
methylcyclobutanecarboxamide 


356 


+++ 


4-chloro-2-[[(4-chloropheny l)sulfonyl](( I Ry I -{2.[3-( 1 H-imidazol-1 - 
yl)propyl]phenyl}cthyl)amino]benzyl acetate 


357 


+++ 


4-chloro-N-(2.5-difluorophenyl)-N- { 1 -[2-(4- 
{cthyl[(isopropylamino)carbonyl]amino}butoxy)phenyl]ethyl}benzenesulfonamide 


358 


-H-+ 


2-[2-((lR>N{[(4.chlorophenyl)sulfonyI]-2,5-difluoroaniIino}ethyl).5-fl^^ 

2,5-difluorobenzylcarbamate 


359 


+++ 


4-chloro-N-(2,5-difluorophenyI)-N-((lR>l.{4-fluoro-2-[(4- 
pyridinyiinethoxy)methyl]phenyl}cthyl)benzenesulfonainide 


360 


+++ 


2-((lR)-I-{[(4-chlorophenyl)sulfonyl]-2,5^ifluoroaniiino}ethyl)-5-fluoroben2y 2- 
(diethylamino)ethylcarbaniate 


361 


-H-f 


2.((lR)-l-{[(4-chlorophenyl)suIfonyl]-2.5-difluoroanilino}ethyl>.5-fluoroben2yl 
methyl(phenyl)carbamate 


362 


+++ 


2-chloro-N-{3-[2-(l-{[(4.chiorophenyl)sulfonyl]-2,5- 
difluoroan!Hno}ethyl)phenoxy]propyl}benzaniide 


363 


+++ 


methyl [{4-[2.(l .{[(4-chlo^ophenyl)sulfonyl].2,5- 
difluo^oanilino}ethyl)phenoxy]butyl}(methyl)amino](oxo)acetate 


364 


+-H- 


2-({2.[2.{l-{[(4-chIorophenyl)suIfonyl]-2,5- 
difluoroanilino}ethyl)phenoxy]ethyl}(methyl)amino]-l,l.dimethyi-2-oxoethyl acetate 


365 


+++ 


2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfonyI]-2,5-difluoroaniiino}ethyl)-5-fluorobenzyl 

cyclohexylcarbamate 


366 


+++ 


2-[2-(l-{[(4-chIorophcnyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]-N- 
methoxyacetamide 


367 


+++ 


N-{342Kl-([(4H:hlorophenyl)sulfonyi]-2,5Klifluoroanilino}cthyl)phcnoxy]propyl^ 

nitrobenzamide 


368 


-H-f 


2-((lR>l-{({4<hlorophenyI)sulfonyl]-2.5-difluoroaniIino}ethyl)-5-fluorobenzyl 

phenylcarbamate 


369 


+++ 


2-[2-((IR)-l-{((4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}cthyl).5-fluorophenyl^ 

methyl(phenyl)carbamate 


370 


+++ 


2-[2K(lR)-l-{K4-chlorophenyl)suIfonyI]-2,5-difluoroanilino}ethyl)-5-nuorophenyl]ethyI4 

(trifluoromethyl)benzylcarbamate 


371 


-H-H 


2-[2-(( ! R)- 1 - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}cthyl)phenyl]ethy 1 

isobutytcarbamate 


372 


4-H- 


N-{4-(2-(l-{[(4-chlorophenyl)sulfonyll-2.5-difluoroanilino}ethyl)phenoxy]butyI}-N-ethyl- 

2,2-dimethy Ipropanam ide 


373 


+++ 


N-{3-[2-(l-{[(4.chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 

methylacrylamide 


374 


+++ 


4.chloro-N-[K2-{4-[[(dicthylammo)carbonyl](methyl)amino]butoxy}phenyl)cthyl]-N-(2,5 
difluorophenyl)benzenesulfonamide 


375 


+++ 


4-chloro-N.{2-[3-(dlethylamino)propoxy]benzyl}.N-(2,5- 
difluorophenyObenzenesuIfonamide hydrochloride 


376 


-H-+ 


4-chloro-N-{2.[3-(diethylamino)propoxy]ben2yI}-N-(2,5- 
difluorophenyObenzenesulfonamide hydrochloride 


377 


+-H- 


3-[2-((lR)-U{((4-chlorophenyl)sulfonyl]-2.5-difluoroanilino}ethyl)phcnyl]-N,N. 

diethylpropanamide 
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378 


+-H- 


3-[2-({ 1 R)- 1 - { [(4-chlorophcnyI)sulfony l]-2,5-difluoroanllino}cthyl)phcnyl]propy 1 1 - 

piperidinecarboxylate 


379 


•H-+ 


2-[2-(( 1 R). 1 -{ [(4-chloropheny l)sulfonyl]-2,5-difluoroaniIino }cthy l)phcnyl]ethyl 

isopropylcarbamate 


380 


-H-f 


4-chloro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 -{4-fluoro-2-[(3- 
pyridiny lmcthoxy)methy IJpheny 1 } ethy Obenzcncsulfonamide 


381 


+++ 


N- {2-[2-( 1 -{ [(4-chloropheny l)sulfonyl]-2,5-difluoroaniIino } ethyl)phenoxy]ethyI }-N- 
methyi-2-(2-thtenyl)acetainide 


382 


-hH- 


4-chloro-N-(2,5-difluorophenyI)-N-{ I -[2-<2- 

{methyl[(methyIamino)carbonyI]amino}cthoxy)phenyl]ethyl}benzenesulfonamide 


383 


-f-H- 


3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyI)phenyI]-N-(2,5- 
difluorobenzyl)propanamide 


384 


+-H- 


N-{4-[2-(l-{[(4-chIorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]butyI}-N- 
methyl-2*(phenylsulfanyl)acetamide 


385 


+-H- 


2-[2-((lR)-l-{[(4<hlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]^^ I 

phenylethylcarbamate 


386 


+++ 


N- { 3-[2-({ [(4-chloropheny Osulfony l]-2,5-difluoroaniIino} methyl)phenoxy]propy I } -2- 

methoxy-N-methylacetamide 


387 


+++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5Hiifluoroanilino}ethy0phenoxy]propyI}-N,4J,^ 
tetramethyl-3-oxo-2-oxabtcyclo[2.2. 1 ]heptane- 1 -carboxamide 


388 


+4H- 


N-( 1 ,3-ben2odioxol-5.y lniethyl)-3-[2-(( 1 R)- N{ [(4-chlorophenyl)sulfony I]-2,5- 
difluoroaniIino}ethyl)phenyl]propanamide 


389 


■H-f 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyi]-2,5-dlfluoroanilino}ethyl)phenyl]ethyl 

benzylcarbamate 


390 


4-H- 


3-[2-(( 1 R> 1 - { [(4-chloropheny l)suIfonyl]-2,5-difluoroaniiino} ethy l)-5-fluorophenyl]-N-(2- 

phenylethyl)propanamide 


391 


•hH- 


4-chIoro-N.(2-chloro-3-pyridinyI)-N-{2.[3-(l- 
pipendinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


392 


-H-f 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]cthyl 2- 

methoxyethylcarbamate 


393 


-H-f- 


3-[2-((lR)-l-{[(4-chlorophcnyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]-N-(2-(l- 
pyrrolidinyl)ethyI]propanamide 


394 


-HH- 


N-{3-[2-{l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 
methylcyclopentanecarboxamtde 


395 


-HH- 


2-((lR)-l.{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl).5-fluorobenzyl 2,2- 

dimethoxyethylcarbamate 


396 


-HH- 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-dlfluoroanilino}ethyl)-5-fluorophenyI]ethyl2 

methoxyethylcarbamate 


397 


+++ 


4-chIoro.N-(2,5-difluorophenyl)-N-[ I -(2.(2- 
[[(dimcthylamino)carbonyl](methyl)aniino]ethoxy}phenyl)ethyl]benzenesulfonaniide 


398 


■H-f- 


2-(( I R). I . { [(4-chloropheny Osulfony l]-2,5-difluoroanilino }ethyl)-5-fluoroben^l 

isobutylcarbamate 


399 


-H-f 


4-chloro-N-(2,5.dinuorophenyl)-N.{2-[3-(2,5-dioxo- 1 - 

pyrrolidiny l)propoxy]benzy 1 } benzenesulfonamide 


400 


+-H- 


4.chIoro-N-(2,5-difluoropheny l)-N-(( 1 R)- 1 - {4.fluoro-2-[(2- 
pyridinyImethoxy)methyl]phenyI}ethyI)benzenesulfonamide 


401 


4-H- 


3-[2-(( I R)- 1 -{ [(4.chloropheny l)sulfony l]-2,5-difluoroanilino}ethy l)pheny l]-N- 
cyclohexylpropanamide 


402 


-H-f 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2.5-difluoroanilino}cthyl)phcnyllcthyl 2- 

phenylpropyicarbamate 


403 


-H-f 


3-[2.((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)pheny!]-N- 

pheny 1 p top an am i d e 


404 


+++ 


3-I2-((lR)-l-{[(4-chlorophenyl)sulfonyl)-2,5-difluoroanilino}ethyl)phenyl]-N-(2- 
furylmethyOpropanamide 


405 


+++ 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfohyl]-2,5-dinuoroanilino}ethyl)-5- 
fluorophenyI]ethanesulfonic acid 


406 


+++ 


3-[2-(( 1 R). 1 -{ [(4.chloropheny I)sulfonyl]-2,5-dinuoroaniUno}ethyl)phcnyl].N-( 1 ,2,3,4- 
tetrahydro- 1 -naphthaieny Opropanamide 
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407 


-H-f 


4-chloro-N-{2-[3-(cyclohexylsulfmyl)propoxy]benzyl}-N-(2,5- 

diflurtror)henvnhenzenp<!iilfAnaniiHp 


408 


+++ 


N-{3-(2-(l-{[(4-chIorophenyl)suIfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-2,6- 

difluorohenTamidp 


409 


+++ 


4-butyI-N-{3-[2-(l-{[(4-chlorophenyI)sulfonyl].2,5- 

n 1 fl 1 1 nrnsi n 1 1 1 n A \ h V 1 n pn V vl r\rAr\ V 1 \ K^n 7!i m ^ 


410 


+++ 


4-chloro-N-(2,5-difluorophenyl)-N-{ 1 -[2-(3-{methyl[(4- 
iiiu upiiciiy uiiunyi join inu / pr opoxy ^pncnyijcuiyi/DcnzcncsuiionalTilQC 


411 


+++ 


3-[2-((lR)-l-{[(4-chlorophenyI)sulfonyII-2,5-difluoroanilino}ethyl)phenyl]prop 

i CAnrAn V li^nrh^m sit a 
idljpi up/ iwoT ucUilalC 


412 


-H-f 


N- { 2-[2-( 1 - { [(4-chloropheny l)sulfony I]-2,5-difluoroanilino}ethy i)phenoxy Jethy 1 } -N-ethy I- 

1. ^-HimethvlnrnnariRiniHp 


413 


-f-H- 


4-chloro-N-(2,5-difluorophenyl)-N-[2-(3-hydroxypropyl)benzyl]benzenesulfonamide 


414 


-H-+ 


1 -tert-butyl 4.[2-(( 1 R)- 1 -{ [(4-chlorophenyl)suIfonyI]-2,5-difluoroanilino}ethyl).5- 


415 


+++ 


methyl ({3-[2-(l-{[(4.chlorophenyl)sulfonyl]-2,5- 

dlf1llnmflni1lnn\ptkvl^nh^nnyv1nmnvl\^fnptl1vl\ilffn^nnl^AVA^7lrptatP 
uiiiuuiuaiiiiiiiu|vuijri^piiciiUAj jpnjp/i/^m ^dccialc 


416 


-HH- 


I[2-((lR)-l-{[(4-chlorophenyI)sulfonyll-2,5- 


417 


+++ 


N-{2-[2^1-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phcnoxy]ethyl}-N^ 

nhpnvlciilFiinvf^sir'^tsimiHi* 


418 


+++ 


2-(( 1 R)- 1 - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorobenzyl 2-( 1 - 

mpthvlo^-nvrrAli/^tnvl^Pthvl/^^rKomatp 

illwUljr f^'P^r J 1 UUUIlljr l^CUlj 1W«U UalllalC 


419 


-H-f 


2-[2-((lR)-l-{((4<hlorophenyl)sulfonyl]-2,5-difluoroaniUno}ethyl)-5-fluorop 

1 luoroQvnzy icaruaiiiaic 


420 


-hH- 


4-chloro-N-(2,5-difluorophenyl)-N-({3-[3-(l-piperidinyl)propoxy]-2- 
n3phthyl}incthyl)benzenesulfonainide hydrochloride 


421 


+++ 


4-chloro-N-(2,5-difluorophenyl)-N-({3-[3-(l-pipendinyl)propoxy]-2- 

napninyi/ineiny] ^Denzenesuuoncuniae nyorocnionoe 


422 


+++ 


2-[2-((lR)-l-{[(4<hIorophenyl)suIfony]]-2,5-difluoroaniIino}ethyl)-5-fluorophenyl^ 

pncnyieinyicaT Daiuoie 


423 


+++ 


N-{3-[2-(l-{((4-chlorophenyl)sulfonyl]-2,5-difluoroaniHno}c^^^ 

pi Opy 1 DCnZialll IQC 


424 


+4+ 


N*{3-[2-(l-{[(4-chlorophenyi)sulfonyI]-2,5-difluoroaniiino}ethyl)phenoxy]propyl}-2- 

m pth n Y Va^vin pf h vl KAnTsitin iH a 
iiidii\jA.yi^''iiiwiiijr iu^ImUIIIUC 


425 


+++ 


2-(2-(( 1 R)- 1 -{ [(4-chloropheny Osulfony l]-2,5-difluoroanilino)ethyl)pheny IJethy I benzyl[2- 

^Qiincuiy lainino ^cuiy ijc«uDainaie 


426 


-H-+ 


3-[2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]-N-methy 

pneny ipropcuiaiii loe 


427 


+++ 


3-[2-((lR)-I-{[(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl)phenyl]-N-(2- 
pncn y i prupy i ^pr upanain iqc 


428 


+-H- 


N-{3-[2-(l*{[(4H;hlorophenyl)sulfonyl]*2,5-diduoroanilino}ethyl)phenoxy]propyl}-^ 
cyciopeniyi-iN-ineinyipropananiiae 


429 


+++ 


2-(( I R)- 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroaniIino}cthyl)-5-fluorobenzyl tetrahydro 

z-iuranyirneinyic«uOarnaie 


430 


+-H- 


3-[2-(( I R)- 1 -{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]-N-(3,4- 
di fl uorobenzy 1 )prop£in£un id e 


431 


-H-+ 


3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}cthyl)phenyI].N-{l- 
pheny lethy l)propanatn ide 


432 


+++ 


N-{3.[2-(l-{[(4-chIorophenyl)sulfonyl].2,5- 
difluoroanilino}ethyl)phenoxy] propyl} aery lam ide 


433 




N-{4-(2-{N{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]butyI}-N,3- 


434 


■H-J- 


N-{2-[2-(l-{[(4-chIorophenyI)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]ethyl}-N-ethyl- 

2-methoxyacetamide 


435 


+++ 


2-[2-((lR)-l-{[(4-chlorophenyi)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]eth^ 2 

furylmethylcarbamate 
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436 


■H-H 


2.[2<(lR)-l-{[(4-chlorophenyi)sulfonyl]-2,5.dinuoroaniIino}ethyl)phcnyJlc% 

indoI-3 -y l)ethy Icarbamate 


437 


-H-+ 


2-(( I R)- 1 -{ [(4-chlorophenyl)sulfonyl)-2,5-difluoroaniIino}ethyl)-5-fluorobenzy I 

isopropylcarbamate 


438 


+++ 


4.chloro.N-(2,5-difluorophcnyl)-N-{(lR)-l-[2-(lH-imidazoH. 
y Imethy l)pheny l]ethy I } benzenesulfonamide hydrochloride 


439 


+-H- 


4.chloro-N-(2,5.dinuorophcnyI)-N-{( 1 R)- 1 -[2-(l H-tetraazol- 1 - 
y lniethyl)pheny l]ethy 1 } benzenesulfonamide 


440 


+++ 


4-tert-butyl-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2.5- 
difluoroanilino}ethyl)phenoxy]propyi}-N-methylbenzamide 


441 


+-H- 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorophenyl]ethyl 

butyl(methyl)carbamate 


442 


+++ 


N-{2-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-N- 
methylcyclopentanecarboxamide 


443 


+++ 


3-[2-((IR)-l-{[(4.chlorophcnyl)sulfonyl].2.5-difluoroanilino}cthyl)phcnyI]-N-(2- 
phenylethyl)propanamide 


444 


+++ 


N-ben2yl-3-[2-((lR)-l-{[(4-chlorophcnyl)sulfonyl]-2,5-difluoroaniIino}ethyl)-5- 
fl uoropheny I] -N^methy Ipropanam ide 


445 


+++ 


4-chloro-N-(2,5.difluoropheny I)-N-{ 1 -[2^4- 
( eth vl r(eth V lam ino^carbon V n ain ino ) butox v^Dhen V 11 eth vU ben7£ne^ul fnnam t H e 


446 


-hf+ 


3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyI)phenyl]-N-(3- 
py rid iny Imethy l)propanain i dc 


447 


+++ 


6-amino-N-{3-[2-({[(4-chIorophenyl)sulfonyl]-2,5- 
difluoroanilino } methy l)phenoxy]propy I }-N-methylhexanamide hydrochloride 


448 


+++ 


6-amino-N- { 3-[2-( { [(4-chloropheny l)sulfony I]-2,5- 
difluoroanilino} methy l)phenoxy]propy 1 }*N-methylhexanamide hydrochloride 


449 


+++ 


N-{4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]butyl}-N- 
ethvlcvclobutanecarboxamide 


450 


-f-H- 


4-chloro-N-(2,5-difluorophenyl)-N-(2-{2-Il-{2-pyridinylcarbonyl)-2- 
piperidiny Ijethoxy } benzy l)benzenesulfonamide 


451 


-H-+ 


4-chloro-N-(2,5-difluorophenyI)-N-(2-{2-[ 1 -(3-pyridinylcarbony I)-2- 
f) i f) eri din V 11 eth oy v \ henzv 1 ^hen zene^ti 1 fondm ide 


452 


-H-f 


N-benzyI-3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2.5.dinuoroanilino}ethyl)pheny!]-N- 

methylpropanamide 


453 


+++ 


N-{2-[2-(l-{[(4-chlorophcnyl)suIfonyl]-2,5-difluoroaniIino}cthyl)phenoxy]ethyl}-N- 

ethvlacetamide 


454 


+++ 


N- {4-[2-{ I -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}cthyl)phenoxy)butyl }-N-ethyl- 

2-methvlDroDanamide 


455 


-HH- 


2-(( 1 R). 1 -{ [(4-chlorpphenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)-5-fluorobenzyl 1 -benzyl- 

4-oi oeridin vlcarbamate 


456 


+++ 


2-[2-((lR)-l-{[(4-chiorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]ethyl 3- 

Dvridtnvlcarbatnate 


457 


-H-f 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difiuoroaniIino}ethyl)-5-fluorophenyl]ethyl^ 

phenyl propylcarbamate 


458 


-H-+ 


N-{3-[2-({[(4-chlorophenyl)suIfonyI]-2,5-difluoroanilino}methyl)phenoxy]propyl}-N,2,2- 

trimethvlDfODanamide 


459 


4-+-f 


2-[2-(( I R)- 1 -{ [(4-chIoropheny Osulfony l]-2,5-difluoroanilino } ethyl)-5-fluoropheny IJethyl 2 

(4-chiorophenyl)ethylcarbamate 


460 


+++ 


4-chloro-N-(2-chiorophenyl)-N-{2-[3-(Upiperidinyl)propoxy]benzyl}benzenesuIfonamide 

hvdrochlnrtde 

11^ V*l WIIIWI a\lW 


461 


+++ 


N-{3-[2-({((4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}methyl)phenoxy]propyl}-N- 

m pth V 1 nrn nn n am i H 

lllwllljr ipi vipclllcUlllUC 


462 


-HH- 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 
melhyl-3-nitrobenzenesulfonamide 


463 


-hH- 


N-{4-(2-{l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]butyl}-N- 

methylbutanamide 


464 




N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-2- 

fluorobenzamide 
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465 


+-H- 


4-chloro-N-(2,5-difluorophenyl)-N-({3-[3-(l-pi|>eridinyl)propoxy]-2- 
pyridinyJ}methyl)benzcnesiilfonaniide hydrochloride 


466 


4-H- 


N- { 3- [2-( I - { [(4-chlorophcny i)sulfony l]-2,5-difluoroanilino } ethy I)phenoxy Jpropy 1 } -N- 

methylbenzamide 


467 


+++ 


N-{3-[2.(l-{[(4-chlorophenyI)suIfonyl]-2,5-difluoroaniiino}ethyl)phenoxy]propyl}. 
2,2,3.3.4.4.5.5.6 6 7 7 8 8 8-nentadecAf1iinro*N«mpthvtArfsinami/iA 


468 


+++ 


methyl 4.[{2-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5. 
difluoroanilino ) ethvnDhenoxvlethvU rmethvnaniinn1*4-Ay nhiitflnnntA 


469 


+-H- 


N-{4-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}ethyl)phenoxy]buty 
m eth V l-2-(^2-th ien vHacetam i d e 


470 


+-H- 


N-{4-[2-(l-{[(4-chIorophenyI)sulfonyl]-2,5-difluoroaniHno}ethyl)phenoxy]butyl}-N- 

ethvlhutanam iHp 


471 


+++ 


N-{3-[2-(l-{[(4<hlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]propyl}-4.ethyl 

1^ lllwUJjrll/Cll^CUIllUv 


472 


+++ 


3-[2-((lR)-l-{[(4"Chlorophcnyl)sulfonyl]-2,5-difluoroaniIino}cthyl)phenyl]p 

fnethvl^nhenvl^carhamiitp 


473 


+++ 


2-(( 1 R)- 1 - { [(4-chlorophenyl)suIfony l].2,5-difluoroanilino } ethy l)-5-fluorobenzy 1 2-( I H- 

indol*')- vHeth V I c;) rh;i m n f p 


474 


++ 


N.{4.[2-(l.{[(4.(AlorophenyI)suifonyI]-2.5-difluoroanilino}ethyl)phenoxy]buty^ 
methvicvclonentanecarhn yam iHp 


475 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 

mcth vl-7«th i nnh^MPOJtrhnYnm iH A 


476 


++ 


4-chloro-N.(2,5-difluorophenyl)-N-[H2-{3-[[(4. 

fluorODhenvnsuIfonvnrniethvnaniinn1nmnoYv\nhpnvnf»thvl1K^n7pn<>ciiIfAriomi^ 


477 


-H- 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyI)phenoxy]propyl}-N- 


478 


++ 


3-[2-((IR)-l-{[(4.chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]-N-(2- 
methoxvethvnnronanafntHp 


479 


++ 


3-I2-((lR)-l-{[(4-chlorophcnyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenyl]propyl 

diethvlcarhamiitp 


480 


-H- 


2-((lR)-l-{((4-chlorophenyl)suIfonyl]-2.5-difluoroani!ino}ethyI)benzyl 2.(lH-mdol-3- 


481 


++ 


2-((lR)-l.{[(4-chlorophenyl)sulfony[]-2,5-difluoroanilino}ethyl)-5-fluoroben2yl 3- 

pynuiiiyinicinyicarDainoie 


482 


++ 


N-{3-[2Kl-{[(4-chlorophenyl)sulfonyl]-2,5-dmuoroaniIino}ethyl)phenoxy]propyl}-N- 

m eth V I •^-n i trnhen 7£n PCI 1 1 fin n SI m S H p 


483 


++ 


methyl {[2.((lR)-l.{((4.chlorophenyl)sulfonyl].2,5- 
d i fluoroani 1 i no ) eth v nhpn tv llam inn) flrptsitp 


484 


-K- 


N-{2-[2-(l-{[(4-chlorophcnyl)sulfonyl].2,5-difluoroanilino}ethyl)phenoxy]ethyl}-N- 

tn eth vl hi itannm 1 H p 


485 


•H- 


N-{4-[2-(l-{[(4-chlorophaiyl)suIfonyl]-2,5-difluoroanilino}ethyl)phenoxy]butyl}-N.ethyl- 

j'lncuijriuuuuianiiuc 


486 


++ 


1 -tert-butyl 4.[2-(( 1 R)- 1 -{[(4-chlorophcnyl)sulfonyll.2,5-difluoroaniHno}ethyl)ben2yI] 1 ,4- 

m npri)7i npH 1 09I rh Av \/1 dt f> 
pi^vi (iciiiicuiwaruuAy laic 


487 


++ 


N-I2.(4-chloropheny l)ethy I]-3-[2-(( 1 R)- 1 - { [(4-chloropheny l)suifony l]-2.5- 
difluornsnilinn IpfhvnnVipnvIlnmnsinamSHA 


488 


-H- 


N- {2-[2-( 1 - { [(4-chlorophenyl)sulfony l]-2,5-difluoroanilino}ethyl)phenoxy]ethyl }.N. 

iTiPthvlhpn7amtHp 


489 


-H- 


4-[2-(( I R)- 1 - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino }cthy l)-5-fluoropheny l].N,N- 

u 1 piupy 1 uu loll ain luc 


490 


-H- 


N-{4-[2-(l.{[{4.chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyI)phenoxy]butyl}-N,3- 

dimethylbutanamide 


491 


++ 


4-chloro-N-(2,5-difluorophenyl)-N-[2-(lH-tetraazol-I- 
ylmethyl)benzyl]benzenesulfonamide 


492 


++ 


4-chloro-N-{2-[3-(l,l-dioxido-4-thiomorphoIinyl)propoxy]benzyI}-N- 
phenylbenzenesulfonamide hydrochloride 


493 


++ 


2.[2-(( 1 R)- 1 - { [(4-chlorophenyl)sulfony l]-2.5-difluoroanilino}ethy l)phcnyl]ethyl 

diallylcarbamate 
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494 


-H- 


N-{2-[2-( 1 -{ [(4-chlorophenyl)su!fonyl]-2,5-difluoroanilino }ethy l)phenoxy)ethyI }-N- 
methy l-2-(pheny Isu 1 fany l)acetam ide 


495 




(2E)-N-{4-[2-(U{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}cthyl)phenoxy]butyl}-N- 

inethyl-2-butenamide 


496 


++ 


N-{3-[2<U{[(4-chlorophenyl)sulfonyl]-2.5-difluoroanilino}e%l)phenoxy]propy^ 

biphenyl]-4-carboxamide 


497 


-H- 


N- {3-[2-( 1 -{ [(4.chlorophcnyl)sulfonyll-2>difluoroanilino}ethyl)phcnoxy]pro^ 

tri fluorobenzam ide 


498 


++ 


3-[2-(( 1 R)- 1 -{ [(4-chloropheny l)sulfony l]-2,5-difluoroanilino }cthy Opheny IJpropy I 

ben^lcarbamate 


499 


++ 


ethyl 4-(2-<!-{[(4-chlorophcnyl)sulfonyl]-2,5-^ifluoroannino}ethyl)phenoxy]butanoa^^ 


500 


++ 


N^sec-butyl).3-[2.((lR)-l.{[(4-chlorophenyl)su[fonyl]-2,5- 
difluoroantHno}ethyl)phenyl]propanamide 


501 


++ 


N-{2-[2-(l.{[(4-chlorophenyi)sulfonyI]-2,5.difluoroanilino}ethyI)phenoxy]ethyl}-N,3- 

dimethyI-2-butenamide 


502 


•+-f 


N-{3-[2-(l-{l(4-chlorophcnyl)sulfonyl].2,5-difluoroanilino}ethyI)phenoxy]propyl}-2,4- 

difluoro-N-methylbenzamide 


503 


++ 


(2E)-N.{2.[2Kl-{[(4-chlorophenyi)sulfonyl]-2,5.difluoroani!ino}ethyl)phenoxy]^^ 

niethyl-2-butenamide 


504 


■H- 


N-{242-(l-{((4.chlon)phenyl)sulfonyl]-2,5-dmuoroanilino}e%I)phenoxy]ethy^ 

ethylpropanamtde 


505 


++ 


2-bromo-N-{3-[2.( 1 -{ [(4-chloropheny l)sulfonyl].2,5- 
dmuoroanilino}ethyl)phenoxyjpropyI}-N-methylbenzaniide 


506 


++ 


N-{2-[2K I - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phcnoxy]ethyl }-N-ethyl- 

4-morpholinecarboxamide 


507 


++ 


2-(( 1 R)- 1 -{[(4-chlorophenyl)suIfony I]-2,5-difluoroanilino}cthyl).5-fluorobenzyl 2,5- 

difluorobenzylcarbamate 


508 


++ 


2-[2-((lR)-l-{[(4.chlorophcnyl)sulfonyI]-2,5-difluoroanilino}ethyI)phenyl]ethyl 2,5- 

difluorobenzylcarbamate 


509 


-H- 


2-(( 1 R)- 1 - { [(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino }ethy Obenzy 1 3-( 1 H-imidazol- 1 - 

yl)propylcarbamate 


510 


++ 


N-{2-[2-(l-{[(4-chlon)phcnyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]cthyI}-N- 
methy 1- 1 -adamantanecarboxamide 


511 


4-f 


N.{2-[2-(l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]cthyl}-N- 
methylcyclohexanecarboxamide 


512 


++ 


3-[2-((lR)-l-{[{4-chlorophenyl)sulfonyl]-2,5-difluoroaniHno}c%l)phenyl]-N-P^ 

2-pyiTolidiny!)ethyIjpropanamide 


513 


-H- 


2-chloro.N.{3-[2-(l.{[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroaniHno}ethyl)phenoxy]propyl}-N*methylbenzamide 


514 


++ 


(2E)-N.{4-[2Kl-{[(4-chlorophenyl)sulfonyl].2,5-difluoroanilino}ethyI)phcnoxy] 

ethyl-2-butenamtde 


515 


+4- 


N-bcnzyl-3.[2-(( 1 R)- 1 - { [(4-chloropheny l)sulfonyl]-2,5- 
di fluoroani lino }ethyl)pheny]jpropanani ide 


516 


-H- 


3-[2-(( 1 R). 1 - { [(4-chlorophenyl)sulfony l]-2,5-difluoroanilino}ethy l)phenyl].N-[2- 
(diethylaniino)ethyl]propanamide 


517 


++ 


N-butyl.3-[2-((lR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-dinuoroanilino}ethyl)phenyl]-N- 

methylpropanamide 


518 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-2,6- 

dimethoxy-N-methylbenzamide 


519 


•H- 


3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]-N-(3- 
fluorobenzyl)propananiide 


520 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}cthyl)phenoxy]propyl}-2,5- 

di fluorobenzam ide 


521 


•H- 


2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyI)benzyl bis(2- 
methoxyethyI)carbamate 


522 


++ 


N-{2-(2-(I-([(4-chlorophcnyl)sulfonyl]-2,5-difluoroani!ino}cthyl)phcnoxylethyl}-N,3- 

dimethylbutanamide 
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523 


++ 


N.{3-[2.(l.{[(4-chiorophenyl)sulfonyl]-2,5-dinuoroanilino}cthyi)phen 

difluoro-N-methylbenzamide 


524 


++ 


4-chIoro-N-(2.5-difluorophenyl)-N.(( I R)- 1 -{2-[3-(2H-tetraa2ol-2- 
yl)propyl]phenyl}cthyl)benzenesulfonainide 


525 


-H- 


2.[2-((lR)-l.{[(4-chlorophenyl)sulfonyli-2,5-difluoroaniIino}ethyI)phenyI]ethy 3- 

fluorobenzylcarbamate 


526 


++ 


4-chIoro-N-(2,5-difluorophcny 1)-N.(( I R)- 1 -{2-[2-( I H-imidazol- 1 - 
yl)ethyl]phenyl}ethyl)benzenesulfonamide hydrochloride 


527 


++ 


methyl 4-({3-[2-(l.{((4-chlorophenyl)suIfonyl]-2,5- 
difluoroanilino}ethyI)phenoxy]propyl}amino)-4-oxobutanoate 


528 


++ 


4.butoxy-N-{ 3-[2-( 1 - { [(4-chlorophenyl)suIfonyl]-2,5. 
difluoroanilino} ethy l)phenoxy Jpropy 1 }-N-methylbcn2amidc 


529 


•H- 


2-((l R)- 1 -{ [(4.chlorophenyI)suIfony J]-2,5-difluoroaniHno}ethyl)bcnzyl 3- 
pyridinylmethylcarbamate 


530 


++ 


2-[{3-[2-({[(4-chlorophenyl)suIfonyl]-2,5. 
difluoroaniIino}methyI)phenoxy]propyl}(mcthyI)amino]-lJ-dimethyI-2-oxoc%l acetate 


531 


-H- 


3-[2-((lR).|.{[(4-chlorophenyl)sulfonyI]-2,5-difluoroaniIino}ethyl)phenyl].N-(3- 

pyridinyI)propanamide 


532 


++ 


3-[2-(( 1 R)- 1 -{ [(4-chlorophenyl)suIfonyl]-2,5-difluoroaniIino)cthyl)phenyl]-N- 

isobutylpropanamide 


533 


-H- 


N.{3-[2-(l-{[(4H:hlorophenyl)suIfonyl]-2,5-dinuoroanilino}ethyl)phcnoxy]propyI}.N- 
methyI-9-oxo-9H-fluorene-4-carboxamide 


534 


-H- 


4-chIoro-N-(2,5-difluorophenyl)-N-{ ( 1 R)- 1 -[2-(2H-tetraa2oI-2- 
y Imethy Opheny l]ethy 1 } benzenesulfonam ide 


535 


-H- 


2-(( 1 R). I -{ [(4-chlorophenyl)suIfonyI]-2,5-difluoroaniIino}ethyl)-5-fluoroben2yl ben^I[2- 

(dimethyIamino)ethyl]carbamate 


536 


++ 


N-{3-[2Kl-{l(4-chlorophenyl)sulfonyl]-2,5-difluoroanilmo}ethyl)phenoxy]propyI}-2.4. 

difluorobenzamide 


537 


++ 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2.5-difluoroaniiino}cthyl)-5.fl 

sec-butylcarbamate 


538 


++ 


2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroaninno}ethyl)-5-fluorobenzyl 2-(2- 

pyridinyl)ethylcarbamate 


539 


+-f 


2-((lR)-l.{[(4-chIorophenyl)sulfonyI]-2,5-difluoroanilino)ethyl).5-fluoroben^^ 1- 

phenylethylcarbamate 


540 


++ 


4-chloro-N-(2,5-difluorophenyl)-N-[ 1 -(2.{3-[methyl(4- 
toluidinocarbonyl)amino]propoxy}phenyl)ethyl]beiizenesulfonamide 


541 


++ 


N-{4-[2Kl-{[{4-chlorophenyl)sulfonyl]-2,5-dinuoroaniHno}ethyl)phcnoxy]buty 

2-(2-thienyl)acetaniide 


542 


++ 


2-(( 1 R)- 1 -{ ((4-chlorophcny l)sulfony I]-2,5-difluoroaniIino}ethy l)benzyl 2-(2- 
pyridinyl)ethylcarbainate 


543 


++ 


N-[l-(2-{3-[[(4-tert-butylphenyl)sulfonyI](methyl)amino]propoxy}phenyl)ethyl]-4-chloro- 
N-(2,5-difluorophenyl)benzenesulfonamide 


544 


-H- 


N.benzyl-3-[2-(( 1 R)- 1 -{[(4.chIorophcnyl)sulfonyI]-2,5-difluoroaniIino)ethyl)phenyI]-N-[2 
(dimethylainino)ethyl]propananiide 


545 


•H- 


N-{3.[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroaniIino}ethyl)phenoxy]propyl}.l- 

naphthamide 


546 


++ 


3-[2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-dinuoroanilino}ethyl)phcnyl]propyI 

butyl(methyl)carbamate 


547 


++ 


4-chloro-N.(2,5-difluorophenyl)-N-[(IR).l-(2.3.4,5,6- 
pentaf1uorophenyl)ethyl]benzenesuifonamide 


548 


-H- 


N- {4-[2-( 1 - { [(4.chloropheny l)sulfonyl]-2,5-difluoroaniiino}ethyl)phenoxy]buty 1 } -N-ethy 1- 

3-methyI-2-butenamide 


549 


+-f 


2.(( 1 R). 1 - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorobenzyl 3,4- 

difluorobenzylcarbamate 


550 


++ 


2.[2-(( 1 R). I - {[(4-chlorophenyI)suIfonyl]-2,5-difluoroanilino}ethyl)phcny IJelhy 1 

diethylcarbamate 


551 


++ 


N-{3-[2-({[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniIino}methyl)phenoxy]propyl}-N,2- 

dimethylpropanamide 
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552 


++ 


3-I2-((lR)-I-{[(4-chlorophenyl)suIfonyI].2,5-difluoroanilino}cthyl)phcnyl]-N.^^^ 
fluorobenzyOpropanamide 


553 


-H- 


4-chloro-N-(2,5-difluorophcnyI)-N-[ 1 -(2- {4- 
([(ethylamino)carbonyl](methyl)amino]butoxy}phenyl)ethyI]benzenesulfonamide 


554 


-H- 


2-[2-((lR)-l-{[(4-^hlorophenyl)suIfonyl]-2,5.difluoroaniiino}ethyl)phenyl]eth^ 
ben2yl(methyl)carbamate 


555 


++ 


3-(2-((lR).l-{[(4<hlorophenyl)suIfonyl]-2,5-dmuoroaniIino}ethyi)phcnyl]prop^ 

difluorobenzylcarbamate 


556 


++ 


2K(lR)-l-{[(4<hIorophenyl)su!fonyl]-2,5-difluoroanilino}ethyI)-5-fluoroben2yl 1- 

piperidinecarboxylatc 


557 


++ 


2-((lR)-l-{[(4-chIorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluoroben^ 4- 
mcthylcyclohexylcarbamaie 


558 


-H- 


N-{3-[2-(l-{[(4<hIoropheny!)sulfonyl]-2,5-difluoroanilino}ethyI)phcnoxy]propyl}-N,^^ 

diinethyl-2-nitrobenzamide 


559 


++ 


N-{2-[2-( I -{ [(4-chiorophenyl)sulfonyI].24-difluoroanilino}cthyl)phenoxy]ethyI}-N.ethy 

2-niethy Ipropanam ide 


560 


■H- 


methyl 4-[{2-I2-(l-{[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroaniIino}ethyl)phenoxy]ethyl}(ethyI)amino]-4-oxobutanoate 


561 


++ 


N-{4-t2-(l-{[(4-chiorophcnyI)sulfonyl]-2,5-difluoroanilino}cthyl)phenoxy]buty 

methylbenzamide 


562 


++ 


ally! 3-[2-(l -{[(4-chIorophenyI)suIfonyI]-2.5- 
difluoroanilino)ethyI)phenoxy]propyl(methyl)carbamate 


563 


-H- 


2K(lR)-l-{[(4-chlorophenyl)sulfonyl>2,5-difluoroannino}cthyl)ben2yI 2.2- 
dimethoxyethylcarbamate 


564 


++ 


4.chloro-N-(2,5-dinuoropheny I)-N- [ 1 -(2- { 2- 
[methyl(mcthylsu!fonyl)amino]ethoxy}phenyl)ethyl]benzenesuIfonamidc 


565 


++ 


2-(( 1 R)- 1 -{ [(4-chIoropheny l)sulfony l]-2,5-difluoroanilino } ethy I>5-fluorobcnzy 1 2-(4- 

chlorophenyi)ethylcarbamate 


566 


++ 


2-((lR)-l-{[(4-chlorophcnyl)suIfonyl]-2,5-difluoroanilino}e%l)-5-fluorobe^ 
benzyl(methyi)carbainate 


567 


++ 


2-(( 1 R)- 1 -{ [(4-chlorophenyI)suIfonyl]-2,5-difluoroanilino}ethyI)-5-fluoroben2yl 

benzylcarbamate 


568 


-H- 


2-((lR).l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluoroben2yl2^ 

pyridinylmethyicarbamate 


569 


++ 


2-[2-((lR)-l-{[(4-chIorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenyl]cthy^ 2- 

phenylethyicarbamate 


570 


•H- 


N-{3-[2Kl-{[(4-chiorophenyl)sulfonyI^2.5-dinuoroanilino}c%l)phenoxy]propyI} 

methyl-2-nitroben2amide 


571 


++ 


N-{3-[2-{l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroaniiino}ethyl)phenoxy]propy 

difluoro-N-methylbenzamide 


572 


++ 


4-chloro-N-[l-(2-{2-[[(diethylamino)carbonyl](methyl)amino]ethoxy}phenyO 
difluoropheny l)benzenesul fonatni de 


573 


++ 


N- {2-[2-( 1 -{ [(4-chIorophenyl)sulfonyl].2,5-difluoroani!ino}cthyI)phenoxylethyI}.N- 

methyl-2-furamide 


574 


++ 


(2S).2.{ [2-(( 1 R)- 1 - { [(4.chlorophenyl)sulfony I]-2,5- 
difluoroani lino }ethyl)benzyl)amino} propanoic acid 


575 


-H- 


4-chloro-N-(2,5-difluorophcny I)-N-[ 1 -(2- { 3-[[(4- 
methoxyphenyi)sulfonyl](niethyl)amino]propoxy}phenyl)ethynbenzenesu!fonaniide 


576 


++ 


2-[2-((lR)-I-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanillno}ethyl)phcnyl]ethyI 4- 

fluorobenzy icarbam ate 


577 


-H- 


N-[l-(2-{4-[[(tcrt-butylamino)carbonyl](ethyi)amino]butoxy}phenyl)ethyI]-4-^ 
difluorophenyl)benzenesulfonaniide 


578 


-H- 


N-benzyl-4-chloro-N-(2,5-difluorophenyl)benzenesulfonamide 


579 


■H- 


N.{2-I2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}elhyl)phenoxy]cthyI}.N- 
methyl-2-thiophenecarboxamide 


580 


++ 


N-{3-[2-(l-{[(4.chlorophcnyl)suIfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-4- 

cyano-N-methylbenzamide 
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581 


-H- 


2-((IR)-l.{[(4<hlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)benzy 

furanylmethylcarbamate 


582 


•f+ 


2,5-dichloro-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino)ethYl)DhenoxvlDroDvl^-N*methvlhen7fine«iilfnn»rniHp 


583 


++ 


2-chloro-N- {3-[2-( 1 -{ [(4-chlorophenyl)sulfony l]-2,5- 
difluoro2LniHnolethvnDhenoxvlDroDvn-N-methvlhpn7pnpciiifnnntYiiH«> 


584 


-H- 


4-butyl-N-{3-I2-(I-{[(4-chlorophcnyl)suIfonyl]-2,5-difluoroanilino}c%l)phenoxy]pro^^ 


585 


++ 


4-chloro-N-(2.5-difluoropheny i)-N-[2-{ 1 H- 1 ,2,4-triazol- 1 - 

vlmethvnhenTv! Ihen5rene<;ii ! fnnam iHp 


586 


++ 


N-[l-(2.{4-[[(tert-butyiamino)carbonyl](me%J)amino]butoxy}phenyI)ethyi]-4-chloro-N 
r2.5-difluoroDhenv!^hen7ene^iilfnn$imiH^ 


587 




2-(( 1 R)- 1 -{ [(4-chlorophenyl)suIfony l]-2,5-difluoroanilino}ethyl)ben2y 1 2-( 1 -mcthyl-2- 

D vrrol idin V Heth vl carhfltn Afp 


588 


-H- 


N-{4-[2-<I-{[(4-chlorophcnyl)suIfonyl]-2,5Hlifluoroanilino}ethyI)phenoxy]bu^ 

meth vlnpnt^nsim irf#* 


589 


-H- 


N-{3-[2-( 1 -{ [(4.chlorophcnyl)sulfonyl]-2,5- 

difllloro3niHno)ethvnnhpnn¥v1nmnvtlh^n7flmiHA 


590 


++ 


N-{3-[2.(l-{[(4<hlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenox^^ 


591 


++ 


N-{2-[2-(l.{[(4-chIorophenyl)suIfonyl]-2,5-difluoroanilino}ethyl)phenoxy]e%l^ 

CUl^ lUvll^CUIIlUC 


592 


-H- 


N-{2-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]ethyl}-N-e% 

^" U 1 lUpI ICI iCCcu UU AaHllUc 


593 


-hf 


2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)benzyl 4- 
liiuuiumciiiy 1 ^Dcni«yicar uaniaiC 


594 


++ 


4-chloro-N-(2,5-difluorophenyI)-N-{ 1 -[2.(2- 

1 6th V 1 f fcth V lain ino^carhnn v I lam i nn \ pth n y v^nh <»n v 1 1#»tli v 1 1 h«>n Tt»rt i»ci ■ 1 fnn am ! <^ a 


595 


++ 


{[2-((lR).l-{[(4^hlorophenyl)sulfonyl]-2.5-difluoroanilino)cthyI)bcn^ 

2)piH hvHrArhlnriHp 


596 


-H- 


N-{3-[2-({[(4H2hlorophenyi)suIfony!]-2,5-difluoroanilino}methyi)phenoxy]propyl}-N- 


597 


++ 


4-chIoro-N-(2,5-difluorophenyl)-N-(2-{3- 

rrfditnctllvlfllllino^carhDnvlir methvnaminn1nrAnnYv\hpn7vnKpn7AnAcii1fXnom«/4A 


598 


++ 


2-[2-((l R)-l-{ [(4-ch!orophenyl)sulfonyll-2,5.difluoroanilino}ethyl)phcnyI]^^ 2-(4- 

chlomnhenvnpthvlcflrhnmntp 


599 


4H- 


4-chloro-N-(2,5-difluorophenyI)-N.(l.{2-[3-(methyl{[4- 

1 tn ilUOrOm Ctn V 1 inn Pn v 1 1 1 1 fnn vl \ nm \ n A^nnMVk w1 nk An v1 \ At h 1 MiAn ac>i ■ 1 ^V<kn n •%« • ^ ^ 

yi* iiiuvivriiiv^uijr i/Hfti^ii/ijauiiuii/i/aiiiiuu/prupuAjjpncnyi/cinyi^ 


600 


++ 


N-{2-[2Kl'{[(4-chlorophenyl)sulfonyl]-2,5.difluoroanilino}cthyl)phenoxy]eA^ 

Pth V 1 f* VP 1 f> h 1 1 1 n n ppji rhnv a m i H A 


601 


++ 


2K(lR)-l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroaniUno}cthyl)-5-fluorobcnzy^ 

diethvlcarhaniAtp 


602 


++ 


N-{3-[2<l-{[(4-chlorophenyl)sdfonyl]-24-difluoroaninno}e%l)phenoxy]propyl^ 

m pth vl»/l*nttmhAn79mfrl A 


603 


++ 


N-{3-[2-{l-{[(4-chlorophenyl)su[fonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}.^ 
cyciuuCAyi*iN*nicinyiaC6ianiiQC 


604 


++ 


4-chioro-N-{2-[3-(cyclohexyisuIfonyl)propoxy]benzyl}-N-(2,5- 

niTliinrAnn An\/l^riAn7AnAcii1f/\novvii/1 A 


605 


++ 


N-{3-[2-({[(4-chIorophcnyl)suifonyl]-2,5-difluoroanilino}mcthyl)phenoxy]propyl}-4- 

t«y cuio- i > * ui emy i Dcnzam luC 


606 


-K- 


N-{3-[2-(l-{((4-dilorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phcnoxy]propyl}-4- 

n ^ h An 79 tn 1 H A 


607 


•H- 


N-{3-I2-(I-{((4-chIorophenyI)sulfonyl]-2,5-difluoroanilino}ethyI)phenoxy]propyl}-3,5- 

dinitrobenzamide 


608 


-H- 


N-(2,5-difluorophenyl)-4-methyl-N-{2-[3-(l- 
piperidinyi)propoxy]benzyl}benzenesulfonamide hydrochloride 


609 


-H- 


N-{4-I2-(l-{[(4.chlorophenyl)suIfonyl]-2,5-dinuoroaniIino}ethyl)phcnoxy]butyI}-N- 

ethylpentanamide 



wo 00/50391 



334 



PCT/USOO/04560 



NUMBER 


ACTIVITY 


COMPOUND 


610 


++ 


2-(( I R)- 1-{ [(4-chlorophcnyl)sulfonyl].2.5-difluoroanilino}cthy Obcnzyl 2-( 1 - 
pyrroHdinyl)ethylcarbaiiiate 


611 


4-f 


4-chloro-N-(2,5-difluorophenyl)-N-[6-(l-piperidiny!)hexyl]benzenesulfonamide 

hydrochloride 


612 


++ 


2-(( 1 R)- 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroani lino}ethy l)benzy 1 isobuty Icarbamatc 


613 


++ 


tert-butyl 6-({3-[2-({[(4-chlorophenyi)suifonyl]-2,5- 
difluoFoanilinolniethvnDhcnoxvlDroDvl)finethvnaniinol-6-oxnheyvtcarh!irrtnf^ 


614 


++ 


2-((lR)-l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroaninno}ethyl)-5.fluorobenzyl 1,3- 
benzod i oxol<-5o V ! meth v I rarham ate 


615 


-f+ 


2-(( I R)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorobehzyI 4- 

morDhoIinecafboxviate 


616 


++ 


N-(3-[2-(l.{[(4K:hlorophcnyl)sulfonyI]-2,5-difluoroaniIino}cthyl)phenoxy]propy!}-3.5- 

difluoro-N*niethvlhen7amide 


617 


-f+ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}cthyl)phcnoxy]propyl}-NA 

tetrainethvlbenzenesulfonamide 


618 


++ 


S-methyl 4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2.5- 

difltioroani lino lethvnnhenoy vlhutvl^mpfhvnth tnmrhamsitfk 


619 


++ 


2-(( 1 R)- 1 - { [(4-chloropheny l)sulfony l]-2,5-difluoroaniIino}cthy l)-5-fluorobenzy 1 4- 

f1 1 1 Af*nhpn TV 1 cnrKisim 


620 


++ 


3-[2-(( I R)- 1 -{ [(4-chlorophcny l)sulfonyl]-2,5-difluoroaniHno}ethyI)phenyl]propy 1 4- 

fl 1 mmh^n TV 1 /^n rKsi m SI 

11 Uvll l/Uvl l£tj 1V«U UalllCliv 


621 


-H- 


4-chIoro-N-(2,5-difluorophenyl)-N-[2-(3-hydroxy-l-propynyl)benzyl]benzenesulfonamide 


622 


-H- 


2-[2-(( 1 R)- 1 -{ [(4.chiorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]ethyl ( 1 S)- 1- 

nhenvlethvlcarhamatp 


623 


++ 


N-{3-[2-( 1 -{ [(4-chloropheny Osulfony l]-2,5-difluoroanilino }e%!)phcnoxy]propy 

trif1uoro-N-tnethvlhenTam ide 


624 


-H- 


242-((lR)-l-{[(4.chlorophenyl)sulfonyl]-2,5^ifluoroanilino)e%l)phenyl]e^ 

hiitvirm eth vl \carhfim flf <* 


625 


++ 


N-{2-[2-(l-{[(4-chlorophenyl)suifonyI]-2,5-difluoroanilino}ethyl)phenoxy]c%l}-N-ethy 

iC* lurcuii lac 


626 


++ 


2-(( 1 R)- 1 - { [(4-chlorophcnyl)suIfony l]-2,5-difluoroanilino}ethyl)-5-fluoroben2y 1 

H S A 1 1 v1 p^rhn rnntf^ 


627 


++ 


N-{3-[2-({[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniiino}methyl)ph«ioxy]propy]}-N- 
methvlcvclohexanecarboxamide 

A^l»vUft Y ftV-F wft\/l»W#V€«lftvv«U w^'nMftftftftU V 


628 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-^ 

m^thvl^? OsHtnh^nvtsicptiamiH^ 

1 1 1 V U 1 Jr t 1 pi I Vl 1 jr 1 UU 1 1 1 U C 


629 


4-1- 


4-chloro-N-pheny l-N-{2-[3-( 1 -piperidinyl)propyl]benzyl } benzencsulfonamide 

n vn FA/* n 1 nn /I a 

ny urocii i or loc 


630 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]propyl}-2- 


631 


++ 


2-((lR)-N{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)benzyl diallylcarbamate 


632 


++ 


2-((IR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)ben2yI 3- 
nvridinvlcarham atp 


633 


++ 


s-methyl 3-[2-{{((4-chlorophenyl)suIfonyl]-2,5- 

H i f1 tiorosin i 1 i n n ) m Pth V 1 ^fiVi An nvv 1 nrnnv 1 RtK V 1 ^tK i /^/^ arK^ m ei 
uiiiuvi vraiiiiiii\/^iii&uijr i^jjiidiu/vjr jpi upj i^iiiCUljr l^UllUV^ai UoXIlaLC 


634 


-H- 


3-[2-({lR)-l.{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}cthyl)pheny 

nh An V 1 At Vt V 1 P!i rK$i ftt 51 tA 


635 


■H- 


2-(( IR)- 1 -{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino }ethyl)benzyl phenylcarbamate 


636 


++ 


4-chloro-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5. 
difluoroannino}ethyl)phenoxy]propyl}-N-methyl-2-nitrobenzamide 


637 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-2-iodo- 

N-mcthylbenzamide 


638 


++ 


N- { 3-[2-( { [(4-chlorophcny Osulfony l]-2,5-difluoroanilino }mcthyI)phenoxy]propyI }-N- 

methylbutanamide 
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639 


++ 


2-(( I R). I . { [(4-chlorophenyI)sulfonyl]-2,5<lifluoroaniHno} ethyl)benzyl 2,5- 
difluorobenzylcarbamate 


640 


++ 


2-(( 1 R)- 1 - { [(4-chIorophenyl)sulfonyl]-2,5-difluoroaniIino}ethy l)-5-f]uorobenzyl 2- 

phenylethylcarbamate 


641 


++ 


2-bromo-N-{3-[2-{{[(4.chlorophenyI)sulfonyl]-2,5- 
difluoFoanilino}inethyl)phenoxy]propyI}-N-methylbenzainide 


642 


-H- 


N-{2-[2-(l-{l(4-chlorophcnyI)su!fonyl]-2,5.difluoroaniIino}ethyl)phenoxy]cthyl^ 

3 -meth V 1-2- butenam ide 


643 


-H- 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniiino}ethyl)phenoxy]propyl}-^ 
d im ethoxy-N- fnethy 1 benzam i d e 


644 


-H- 


2-[2-(( 1 R)- 1 - {[(4-chlorophenyI)sulfonyl].2,5-difluoroani!ino}ethyI)phenyl]ethyl 1 ,2,3.4- 
tetrahydro- 1 -naphthaleny Icarbamate 


645 


++ 


4-chloro.N.{2-[3K4-hydroxy-l-pipendinyl)propoxy]benzyl}-N-phenylbenzenesulfonamidc 

hydrochloride 


646 


-H- 


N-{2-[2-(I.{[(4-chIorophenyl)sulfonyI].2,5-difluoroaniIino}ethy!)phcnoxy]ethyl}-N- 

eth vlbut^am ide 


647 


++ 


2.4-dichloro-N-{3-[2-(l-{l(4-chlorophenyl)sulfonyI]-2,5- 
difluoroanilino lethvnDhcnoxvlDroDvl \ -N-m eth vl hen 7f>np<:i il fonom » 


648 


++ 


4.chloro-N-(2,5-difluorophenyl>N-(2-{2-[l-(4-ethoxyben2oyl)-2- 
Diocridin vllcthoxv ) benzvnbenzene^ulfnnflm i Hp 


649 


++ 


(2E)-N-{2-(2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino)c%l)phenoxy]e%^ 

ethyl-2-butenamide 


650 


++ 


2-[2-((lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}cthyi)phcnyl]ethyl sec- 

butv Icarbamate 


651 


-H- 


N-{3-[2-(l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyI}-3,4,5- 

tritnethoxybenzam tde 


652 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-dmuoroanilino}cthyi)phenoxy]propyl}.4- 

nethox v«N-fn eth vlbenzam idp 


653 


++ 


N.{2-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniHno}cthyl)phenoxy]e% 
cvcloDentvl-N-methvIoroDanamide 


654 


++ 


N- { 3-[2-.( 1 - { [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino } ethy I)phenoxy jpropyl }-4- 

f1uoro*N-tneth vlhenTflm iHp 


655 


++ 


3-[2-((lR)-I.{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]-N- 


656 


•H- 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}.N- 

m pfh V 1 -il«nmnvlhpn7am i/l a 

1 1 1 vu l~r— |JI 1 l/dl^ain lUC 


657 


++ 


N- {3-[2-( I - { [(4-chloropheny l)sulfonyl]-2,5-difluoroanilino}ethyi)phenoxy]propyl } -N- 
tnethvI•>3-/trifltloramethvl^h£n7flm IHp 


658 


-H- 


2-(( I R)- 1 - { [(4-chiorophcnyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluorobcnzyl 4- 
ftrifluoromethvl^benTvlcarhainatp 


659 


++ 


(2S)-2-[[2-((lR).l.{[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino)ethvnbenzvl1finethvnaininolnronanoic acid hvHrnrhlnnHp 


660 


++ 


2-((IR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)ben2yl 1,2,3,4-tetrahydro- 

1 -naohthalenv Icarbamate 


661 


++ 


4-chIoro-N-(2,5-difluorophenyl).N-(2-{2-[l-(3-fluorobenzoyI)-2- 
DiDeridinvIlethoxvibenzvnbenzenesulfonamide 


662 


++ 


2-(( 1 R)- 1 -{ [(4-chlorophcny l)sulfony l]-2,5.difluoroanilino}elhyl)benzyl 2- 
^ diethvlamifio^ethvlcarhamfltp 


663 


++ 


4-chloro-N-(3-chlorophenyl)-N-{2.[3-(l-pipcridinyl)propoxy]benzyl}benzencsulfonamide 

h vd TA/^li 1 nr! d «> 

iiyuruuiiuriQC 


664 


-H- 


N-{2-[2-(l-{[(4-chlorophenyI)suIfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]ethyI}-N- 

mpf hvln^ntoniam td<> 

incuiyipcnuindiTiiac 


665 


++ 


N-{3-[2-({[(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}methyl)phenoxy]propyI)-2.3- 

difluoro-N-methylbenzamide 


666 


-H- 


N-{3-(2-({[{4-chlorophenyI)suIfonyl]-2,5-difiuoroaniIino}methy!)phenoxyIpropyl}-N- 
methyl-5-(2-oxohexahydro-lH-thieno[3,4-d]imidazol-4-yl)pentanamide 


667 


++ 


2-((IR)-!.{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)bcn2yl 2- 
furylmethylcarbamate 



wo 00/50391 



336 



PCT/USOO/04560 



NUMBER 


ACTIVITY 


COMPOUND 


668 


++ 


N-{3-[2-(l-{((4-chlorophcnyl)sulfonyl]-2,5-difluoroannino}ethyl)phenoxy^ 

methyl-3,5*dinitrobenzaniide 


669 


++ 


2-((lR)-l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)benzyl 2- 
methoxy ethy Icarbamate 


670 


++ 


N-{3-[2-(I«{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyi)phenoxy]propyl}.2,3,4- 

tri fluoro-N-m ethy Ibenzam idc 


671 


++ 


N-{3-[2-( 1 -{ [{4-chloropheny l)sulfonyI]-2,5-difluoroaniIino } ethyl)phcnoxy]propyl }-N- 

methvlo^-nanhthalenesiil fnnam ide 


672 


++ 


4-chloro-N-(2,5-difluorophenyl)-N-(2-{2-[l-(2.iodobenzoyl).2- 

dI nerid i nvl 1 eth fix V I hen TV n hpn 7pnpci 1 1 fnn n m i Hp 


673 


++ 


2-((lR)-l-{f(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)benzyl l,3-ben2odioxol-5- 

V imeth vlcarhsunate 


674 


++ 


2-((lR)-l-{[(4-chlorophenyl)suIfonyI]-2,5-difluoroaniIino}cthy0bcnzyl isopropylcaibamate 


675 


-K- 


2-(( 1 R)-l -{ [(4-chlorophenyl)suIfonyl]-2,5-difluoroantl]no}ethyl)benzy 1 

cvclohexvlcarbamate 


676 


++ 


N-{4-[2-(I-{[(4-chlorophcnyl)sulfonyl]-2,5-difluoroanilino}ethyl)phcnoxy]butyl}-2-ethyU 

N-m e th V 1 h e Y an am ! p 


677 


++ 


isobutyl 3-[2-( 1 -{ [(4-chlorophcnyl)sulfony I]-2,5- 
difluoraanilinn^ethvnnhpnnyvlnrnnvl/^mpthvnr^rKstmatp 


678 


++ 


benzyl 3-[2-(l -{ [(4-chlorophenyl)sulfony l]-2,5- 
difluoroantlino) ethvnnhenoxvlniYinvl/^ mpth vHrjirhamfitp 


679 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}e%l)phenoxy]propyI}-4 

fluorohen7.am trfp 


680 


-H- 


N-{3-[2-({[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}methyl)phenoxy]propyl}-N,2. 

ditnethvlbenzflmide 


681 


-H- 


[(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}methyl)pheny 1 aery late 


682 


-H- 


2,4-dichloro-N-{3-[2-(l-{[(4-chlorophenyl)suifonyl]-2,5- 

Hifliinmnni ltnrt\pthvl^nliPnnYvlnronvl\-^-f1iinmKf«n7timi/4A 


683 


++ 


4-bromo-N.{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2.5- 

HiflimrAantlinnVpfhvl^nfipnnvvlnrArwl l.'KI.mAtKvlt^pn7!imi/1» 


684 


++ 


3-chloro-N-{3-[2-(l-{[(4-chlorophenyI)sulfonyI]-2,5- 
dtfluoroaniii no I eth vHohenox vinran v 1 \ -M-m eth v IfipnTpnp^i 1 1 fnn »m i H p 


685 


4+ 


2-(2-((lR)-l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenyl]ethyl 

cvclohexvlcarbamate 


686 


++ 


N-{4-[2-( 1 •{ [(4H:hlorophenyl)sulfonyl]-2,5Kiifluoroantlino }ethyl)phenoxy]^^^ 
cvclohexvl-N-tnethvlacetam tdp 


687 


++ 


N-{3-[2-(l-{[(4-chIorophenyl)su!fony!]-2,5-difluoroaniIino}ethyI)phenoxy]propyl}-3- 

mpfh vlhpnTntn iHp 

lllvUlj' lUvlIZxUillUw 


688 


•H- 


3-chloro-N-{3-[2-(l.{[(4-chlorophcnyl)sulfonyl]-2,5- 

difluArnantlinn\pthvnnhpnnYvlnfY)nvl\ JN.mpttivlhpn7simi/1i» 

u 1 1 1 uvi uaillllllvi/CUljrly^I ICl txJAj J pi Vyj 1/INIIlvUljrl DCllMUIt lUC 


689 


++ 


4-chloro-N-(2,5-difluorophenyl)-N-(2-{3-[(4- 

n i trooh en vHsu 1 fi n vl 1 n ronfix V \ hen TV I ^hpn TPn p<:i 1 1 fnn am 1 Hp 


690 


-H- 


N-{3-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyI}-3- 

mpthnwhpnT^miHp 


691 


++ 


2-((lR).l-{[(4-chlorophenyl)sulfonyl]-2,5.difluoroaniIino}ethyl)-5-fluorobenzyl 2- 

fi 1 rv 1 m pf Vi V 1 f*n rKci fri tf> 
lUl IlllClllJr i^^ai l/alllcUv 


692 


++ 


4-chloro-N-(2.5-difluorophenyl)-N-[N(2-{3-[[(4- 
luuupncny i^buiiuny ij^inciny i^suninujpropoxy / p 


693 


++ 


N-{3-[2-(I-{((4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)phcnoxy]propyl}-N,^^ 

u 1 ui euiy 1 u cn i!Laiu 1 u c 


694 


++ 


N-{2-[2-(l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]ethyI}-N-ethyl- 

3 -methy Ibutanam ide 


695 


++ 


4-chloro-N-(2,5-dinuoropheny l)-N-[ 1 -(2-{ 2- 
[[(isopropylamino)carbonyl](methyl)amino]ethoxy}phenyl)ethyl]benzenesulfonaniide 


696 


++ 


N-{3-(2-({[(4-chlorophcnyl)sulfonyl]-2,5-difluoroaniUno}mcthyl)phenoxy]propyl}-N.3- 

dimethylbenzamide 
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697 


++ 


N-{3-I2-(l.{[(4-chlorophenyl)suIfonyl]-2,5-difluoroan5Iino}cthyl)phcnoxy]propy 

iiiw«uijri*x>*^u iiiuurv/iIiCulYl ^DcnzainiQc 


698 


++ 


4.chloro-N-[l-(2-{2.[((d!ethyiamino)carbonyl](cthyl)amino]ethoxy}phenyI)^^^ 
uiiiuuiupiicn/ 1 ^Dcnzencsu i lonalii iQC 


699 


++ 


N-{3-[2-{l-{I(4.chloit)phenyl)sulfonyl]-2,5-difluoroani!ino}ethyl)phcnoxy]propyl^ 


700 


++ 


N-{4-[2-(l-{[(4-chlorophenyi)sulfonyl]-2,5-difluoroaniIino}cthyl)phcnoxy]b^ 

trlmpthvlnpntangmirlA 
u iiiivuijr ipciluuiculilvlC 


701 


++ 


4-chloro-N-(2,5-difluorophenyl)-N.{l.[2-{2-{methylI(2,2,2- 

trifluorOCthvnsulfonvllaTninoVethnYv^nhpnvtlf^thvl lHAn7AnAciilfXnaMMA 


702 


-H- 


4-chloro-N.(2,5-difluorophenyl)-N-{2.[3- 

1 nnfinvldi1ftnv1^nfDnnYv1hpn7vl\KAn7i»nAeiilfVtnam ti^a 


703 


■H- 


N-{3-[2-(l-{[(4-chlorophenyI)su!fonyl]-2,5-difluoroanilino}ethyl)phenoxy 
iHcuiy i-H-^uiiiuoi onicuiy 1 ^Dcnzamiuc 


704 


•H- 


4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(2,6-dioxo-l- 


705 


++ 


N-{2-[2Kl-{[(4-chlorophenyl)suIfonyI]-2,5-difluoroanilmo}ethyl)phenoxy]e%I^ 

^ UllCIiy I^av^UUllIVIC 


706 


++ 


4-chIoro-N-(2.4-dichIoropheny l>.N-{2-[3-( I - 
pi^jci luii i^r i^prupoAj jDcn^i ) oenzenesuiionaniiae nyarocnlonde 


707 


++ 


N-{3.[2-(U{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)p^ 

meuiyiDenzaiiiiue 


708 


++ 


N-{4-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroaniIino}cthyl)phenoxy]butyl}-N 

Z'lurainiQC 


709 


•H- 


N41-(2-{2-[[(tert.butylamino)carbonyl](e%l)amino]ethoxy}phenyl)ethyl]-4-c^ 
uuiuoropneny 1 jDenzcnesuitonafniuc 


710 


-H- 


N-{3-[2.(l-{[(4<hlorophenyl)sulfonyl]-2,5-difluoroanilino}c%I)phenoxy]propyl}.2,^ 

fTI fl 1 1ilf*/l_^I_m Atk t/1 1^ An TCI iM 1^4 A 

uiiiuoro*iN->ineuiyiu6nz&niioc 


711 


++ 


4-chloro-N-(2,5-difluoropheny!)-N-{2-[3-(l-piperidinyl)-l- 

propynyijocn^i/ Dcnzenesuiionaniiae nyarocnionac 


712 


++ 


N-{4-[2-(l.{[(4-chlorophenyl)sulfonyI]-2,5-difluoroaniIino}ethyl)phenoxy]butyl}.3- 

cy ciopeniy I- IN - rneiny I prop anani lae 


713 


++ 


2,4,6-trichloro-N-{3-[2.(l.{[(4.chlorophenyI)sulfonyl]-2,5- 
u 1 1 i uurucuii 1 ino / cuiy i ^pnenoxy j propy i / -in -niciny i Dcn Zflm iflc 


714 


++ 


S-mcthyl 4-[2-(l.{[(4.chlorophenyl)sulfonyl].2,5- 
uiiiuui uoiiiiiJiu/cin/i^pncnuAyjuuiyi^cinyijiniocarosi^ 


715 


++ 


2-((lR>l.{[(4-chlorophenyl)sulfonyi]-2,5-difluoroanilino}ethyl)ben2yl 
ocnzy i\^mcuiy i/c«niain Sue 


716 


++ 


N-{3-[2-({[(4-chIorophenyl)sulfonyl]-2,5-difluoroaniHno}methyl)phenoxy]propyl}-2-iod()- 

fM-incuiy iDenzain iqc 


717 


++ 


N-{3-[2^{[(4-chlorophenyl)suIfonyl]-2,5.dmuoroanilino}methyl)phcnoxy]pro^^ 

meiny ipenianam icic 


718 


++ 


4-chIoro-N-phenyl-N-{2-[3-(l-pyrrolidinyl)propoxy]bcnzyl}bcn2CTcsulfonami 

nyarocnioriuc 


719 


++ 


N- { 3- [2-( 1 - { [(4-chloropheny Osulfony l]-2,5-difluoroani Jino } ethy I)phenoxy ]propy 1 }.4-iodo- 

iN-zneiny loenzarn ice 


720 


++ 


2-(( 1 R> 1 -{ [(4-chIorophenyI)su!fonyl]-2,5-difluoroaniHno}ethyl)benzyl 
Duiy n^nieuiy 1 jcaroamate 


721 


++ 


N-{2.[2-(l-{[(4-chloropheny!)suIfonyl]-2,5.difluoroaniIino}ethyl)phenoxy]ethyl}-N. 
ethy Icyclopentanecarboxam ide 


722 


-H- 


4-chloro-N-{3.[2-(l-{[(4-chlorophenyI)sulfonyl]-2,5. 
aiiiuoroaniiino)einyi;pnenoxyjpropyl)-N-metnylDenzamide 


723 


++ 


N-{3-(2-(l-{{(4-chIorophenyl)suIfonyI]-2,5-difluoroaniIino}ethyl)phcnoxy]propyl}-3- 

nitrobenzamide 


724 


++ 


N-[l.{2-{2-[[(tert-butylamino)carbonyl](methyl)amino]ethoxy}phenyl)ethyI]-4-ch 
(2,5-difluorophenyl)benzenesulfonamide 


725 


++ 


4-chloro-N-(2,5-difluorophcnyl>.N-{ 1 -[2-(2- 
{ethyl[(isopropylamino)carbonyl]amino}cthoxy)phcnyllethyI}bcn2enesulfo^^ 
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726 


++ 


2.[2-(( 1 Ky I -{ I(4-chlorophcny l)sulfonyl]-2,5-difluoroanilino }cthy l)phcnyl]ethyl 3,4- 

di fluorobenzvlcarhain at^ 


727 


++ 


N-{3-(2-(l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}cthyl)phenoxy]propyi 

d i fl uoro-N-methy Ibenzam ide 


728 


++ 


2.4,6-trichIoro-N-{3-t2-(l.{[(4-chlorophenyl)sulfonyl]-2,5- 

difluoroanilino ) ethvl^nhennx vlnrnnvl \ hpnTnm iHp 


729 


++ 


2-((lR)-l.{[(4.chiorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5-fluoroben^ 2- 


730 


++ 


3-[2-{(lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanlIino}ethyl)phenyl]pro^ 

nhfinvlc^irhflm Atp 


731 


++ 


2-(( 1 R)- 1 -{ [(4-chlorophenyl)sulfony l].2,5-difluoroanilino }ethyl)benzyl 2-(4- 


732 


■H- 


(2Z)-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy)pro^ 

nhctivl«7*nf*Anpn2imiHp 

|/l 1 vl 1 Jr 1" vy|JCI IcU 11 lUC 


733 


•H- 


N.{3-[2-({[(4-chlorophcnyl)sulfonyI>2,5-difluoroaniHno}mcthyl)phenoxy]pr^ 

1 Uk/l V/* 1 ^ *I11 1^ 1 UC[l4C<cUll lUC 


734 


++ 


4-chloro-N-(2.5-difluorophenyl)-N-(2-{3- 

III ISOnrnnvl&in inoV^H^nn vl1^lTl^tKvl^Am tnrtl nrnnnv V \ K An Ti^nKi&n '7i>n Ar>i « 

iiV'***'r'* w|/jri€Mnuiw^v»€u uuii^ij^iiicui/i^amiiiujprupoAy / Dcnzyi^DcnzcncsuiionainiQC 


735 


++ 


4-chloro-N-(2.5-difluorophenyl)-N-[l-(2-{2- 

rfisODrODvlsulfonvlV iTiethvnamtnnlethnyv)nhpnvnpthvl1KAn7«»nActilfXnomt/lA 


736 


++ 


N-{3-[2<l.{[(4-chlorophenyl)suIfonylJ-2»5-difluoroanilino}cthyl)phcnoxy]pro^^^ 

h i *sf tri fl 1 inrnm f^th vnKpn 7ft tn 1 H A 


737 


++ 


N-{3-[2-(I-{[(4-chlorophcnyl)suIfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 

lllCUiy l-J*illuUUCn2alIllQC 


738 


++ 


{2Z>N-{3-[2<l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyi)phenoxy]propyl}-N 

mtf^th V 1 ■ ^ .nVi f>n V 1 • '^.nr An An am f /4<k 

iiivuijri*j-pficn/i-^-prupcndiniQc 


739 


++ 


N-{4-[2-(l-{[(4-chlorophcnyl)sulfonyl]-2,5-difluoroaniiino}cthyl)phcnoxy]butyl}-^^ 

pthvlflprvlfltntHA 
ijr lo^i jr loi 1 iiuv 


740 


++ 


4-chloro-N-(2,5-difluorophenyl).N-{2-[3-( 1 H-imidazol- 1 - 

vl inrAnAyvln^nTvl \KAn9AnAciilf)rtn{imir)A V\\iAme*V%l/\tAA*^ 
J i_/piu(juAjr jucii£>jr 1 J ucnzcncdUtionainiQc nyQrociiionuC 


741 


++ 


N-{3-[2-{l-{[(4-chlorophenyl)sulfonyl]-2.5-difluoroanilino}cthyI)phenoxy]propyl}-N,4- 

/I (m of riv/l non 'rnw^ li^A 

uiin cuiy 1 D vuZain i u c 


742 


++ 


N-{3-[2-(l-{[(4'^hlorophenyl)suIfonyI]-2,5-difluoroaniiino}ethyl)phenoxy]propyl}- 

0 ^ if. ^ ^wnAntcif1it/\t>/\kAn'va«Mt/lA 

^,j)Hyj,o~pcnuiiiuuroucnzazniu6 


743 


+4- 


2-((lR)-l-{[(4-chlorophenyl)su!fonyl]-2,5-difluoroanilino}cthyl)ben2yl 2- 

nn An vl Afn \i 1 A4ifl4%offM o# A 

pncnyicuiyicarvaniaic 


744 


++ 


2^^-lridiloro-N-{2-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5- 

Hif1iinrAnnilinA\AtVivl^nhAnAwlAtK%/ll-1^_AfVii/1a/«ofomt/lA 

uiiiuuiii<uiiiiiiu/cuiyi^pnciiUAyjcinyij~iN~Ciny^ 


745 


++ 


N-{2.[2<l-benzoyl-2-piperidinyl)ethoxy]bcnzyl}-4.chloro-N-(2,5- 

A 1 fl 1 1 A r An Vl An v 1 An 7 An ACi 1 1 A\n a m fl/l A 

uiiiuui upncny 1 ^Dcnzcncsuiionaniiiic 


746 


++ 


4-chloro-N-{2-{2-[I-(3,5-difluoroben2oyl)-2-piperidinyl]ethoxy}ben2yI)-N-(2,5- 

A t tl 1 1 AFAnh An vl\KAn 7An AGi 1 lf«\nom f /4 A 

uiiiuurupnciijri ^DcnzcncoUiionaniiuc 


747 


++ 


N.{3-[2-({[(4-chlorophenyl)sulfonyl]-2.5KlifluoroaniIino}mcthyl)phenoxy]propyl}^^ 

Til mrA_^I_m Atni/tl>An7otvt 1/4 A 

iiuuru'iN-iucinyiucn^aniiuc 


748 


++ 


2-(( 1 R)- 1 - { [(4-chloropheny l)sulfonyl]-2,5-difIuoroanilino}ethyl)ben2y I 4- 

fl 1 1 ArA K An 71/ 1 f*at4\a m at a 

i 1 uuru DCH^y i varucun ale 


749 


-H- 


4-chloro-N-{2-[3-(3,6-dihydro-l(2H)-pyridinyl)propoxy]benzyI}-N- 

nnPnvlKAn7AnAciitfAn!am i/Ha )f%\/Arr\f*\\\r\fiAt^ 
piiwii^iucii^>ciiCDUii.uiiaxiiiuc nyurocjiioricic 


750 


++ 


2,4-dichIoro-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyll-2,5- 

ni fill ArAftni linn t(*tHvl^nhAn^wlnrrtn\/l \^^-f1ii/\r/\-XJ *MAfl««fII%AM'»aM«S^A 

uiiiuvii u<uiiiuiu/cuiyi^piicnuAyjprupyi/-j-iiuoro-jN-niCiQyiuc 


751 


++ 


4-chloro-N-(2,5-difluorophenyl)-N-[2-(2H-tctraazol-2- 
y imemy 1 joenzy j j Dcnzencsui tonamioe 


752 . 


++ 


N-{3-[2-({[(4-chiorophenyI)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propyl}-N- 
methvin l'-biDhenvl1-4*carhnY9miHp 


753 


++ 


N-{3-(2-(I-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroaniIino}ethyl)phenoxy]propyl}-2,4- 
dimethoxy-N-methylbenzamide 


754 


++ 


4-chloro-N-{2.[2-(cycIohexylsulfonyl)ethoxy]bcnzyl}-N-(2,5- 
difluorophenyObenzenesulfonamide 
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755 


-H- 


N-{3-(2-(l-{[(4<hlorophenyl)suIfonyI]-2,5-dinuoroanilino}ethyI)phcnoxy]propyI}-2.6- 

difluoro-N-methylbcnzamide 


756 


-H- 


N-{4-(2-(I-{((4<hlorophenyl)sulfonyI]-2,5-difluoroani1ino}ethyl)phenoxy]butyl}-N-e% 

2-thiophenecarboxamide 


757 


-M- 


S-€thyl 3-t2-({[(4.chlorophenyl)sulfonyIl-2,5- 
difluoroaniIino}methyI)phenoxy]propyKmethyl)thiocarbainate 


758 


++ 


2-(( I R)- 1 - { [(4-chlorophenyI)sulfony l]-2,5-difluoroanilino }cthyl)ben2y I sec-buty Icarbamate 


759 


-H- 


N-{3-[2-(I-{[(4-chIoit>phenyl)sulfonyl]-2,5-difluoroanilino}ethyI)phenoxy]pro 
inethyI-2-phenylcyclopropanccarboxamide 


760 


•H- 


2-(( 1 R)- 1 . { [(4-chlorophenyl)suifonyI]-2,5-difluoroaniIino}ethyI).5-fluoroben2yl bis(2- 

methoxyethyI)carbamate 


761 


++ 


N.{3-[2-{I-{[(4-chIorophcnyl)suIfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}0^ 

fluorobenzamide 


762 


++ 


2-[2-((lR)-I-{[(4-<*Iorophcnyl)suIfonyI]-2,5-difluoroaniHno}cthyl)phenyn 

phenylcarbamate 


763 


++ 


3-[2-(( 1 Ry 1 -{ [(4-chlorophenyl)sulfony!]-2,5-difluoroanilino}ethyl)phenyl]propyl 
benzyl(fnethyi)carbaniate 


764 


++ 


2-((IR>l.{[(4-chlorophcnyl)sulfonyl]-2,5-difluoroaniIino}ethyl)-5-fluoro 3- 

fluorobenzylcarbamate 


765 


-H- 


N-{3-[2-({[(4-chlorophcnyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]pro^ 

N-methylbenzamide 


766 


-hf 


N-{3-[2-(l-{[(4-chIorophenyl)suIfonyl]-2,5-difluoroanilmo}ethyl)ph^ 

ditnethylbenzamide 


767 


++ 


N-{4-[2-(l.{[(4-chlorophenyI)sulfonyl]-2,5-difiuoroanilino}ethyl)phenoxy]butyl}-N- 

ethylbenzamide 


768 


-H- 


N-{3-[2-(I-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phcnoxy]propyl}-4- 

ethoxy-N-methy Ibenzam ide 


769 


++ 


N-{2-[2-(l-{[(4-chlorophenyI)suIfonyI]-2,5-difluoroaniIino}c%l)phenoxy]ethy 

1 ^adamantanecarboxamide 


770 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 
inethyl-4-(trifluoromethoxy)ben2amide 


771 


-H- 


S-methyl 2-[2.(l-{[(4-chiorophenyI)sulfonyI]-2,5- 
difluoroani!ino}ethyi)phenoxy]ethyl(ethyl)thiocarbaniate 


772 


++ 


4-chloro-N-(2,5-difluorophenyI)-N-[2-(lH-iniidazoI-l- 
ylmethyl)benzyl]benzenesulfonamide 


773 


++ 


4-chloro-N-(2,5-dlfluorophenyl)-NKl-{2-[3.(mcthyl{[(E)-2- 
phenylethenyl]sulfonyl}ainino)propoxy]phenyl}ethyl)benzenesulfonamide 


774 


++ 


2-chloro-N-{3-[2-({[(4-chIorophenyl)suIfonyI]-2,5- 
dif]uoroanilino}methyl)phenoxy]propy 1 } -N-methy Ibenzamide 


775 


++ 


N-{3-[2-({[(4-chlorophenyI)sulfonyl]-2,5-difluoroaniHno}methyl)phaioxy]propyI}.2- 
methoxy-N-methylbenzamide 


776 


++ 


N-{3-[2-(l-{[(4-<*IorophenyI)sulfonyI]-2,5-difluoroanilino}ethyl)phcnoxy]propyI}-N- 
methyl- 1 -naphthalenesulfonamide 


777 


-H- 


N- { 2- [2-( 1 - { [(4-chloropheny l)suIfony l]-2,5-difluoroaniHno } ethy l)phenoxy Jethy I } -N- 

ethylpentanamide 


778 


+4- 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonylJ-2,5-difluoroaniIino}e%l)phenoxy]propyl}-^ 

tetrafluoro-N-methylbenzamide 


779 


-H- 


methyl (2S).2.[[2-((lR).N{[(4-chlorophenyJ)sulfonyI]-2,5- 
difluoroanilino}ethyl)benzyl](methyi)ainino]propanoate 


780 


++ 


4<hloro-N-(2,5-difluorophenyl)-N-[2K2-{I-[(2-phcnyIcyclopropyl)carbonyl] 

piperidinyI}ethoxy)benzyI]ben2enesulfonamide 


781 


++ 


4-chloro-N-(l-methylbutyl)-N-{2-[3-(l-piperidinyl)propoxy]ben2yl}ben2enesulfonaitiide 

hydrochloride 


782 


++ 


4.chloro-N-(l-methylbutyl)-N-{2-[3-(l-piperidinyl)propoxyJbenzyl}bcnzenesulfonam 

hydrochioride 


783 


++ 


(2E)-N-{3-(2-({[(4<hIorophenyl)sulfonyl]-2,5-difluoroanilino}mcthyl)phenoxy]propyl}-N 

inethyl-2-butenaniide 
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784 


++ 


N-{3-[2-(l-{[(4-chlorophcnyl)sulfonyl].2,5-dinuoroaniUno}cthyl)phenoxy]propyI^ 

diphenylacetamide 


785 


++ 


N.{4-I2-( 1 -{ [(4-chloropheny l)sulfonyl]-2,5-difluoroaniIino} ethyl)phenoxy]buty 1 }-2- 
cycIohexyi-N-ethylacctamide 


786 


++ 


N- { 3-[2-( 1 - { t(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phcnoxy]propyl}-3- 
methoxy^N-methy Ibenzam ide 


787 


++ 


4-chIoro-N-(2,5-difluorophenyl)-N-(2-{2-[l-(2-fluorobenzoyl)-2- 
piperidinyl]ethoxy}benzyl)benzenesulfonaniide 


788 


-hf 


N.{3-[2Kl-{[(4-chlorophenyl)sulfonyI]-2,5^ifluoroanilmo}eA^ 
methyI-3-(trifluoromethyl)benzcnesu!fonamide 


789 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2>difluoroaniIino}ethyl)phenoxy]pr^^ 
pheny icydopropanecarboxam ide 


790 


-H- 


S-ethyl 4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroantlino)ethyl)phenoxy]butyl(ethyl)thiocarbamate 


791 


++ 


N-{3-[2-({[(4-chlorophcnyl)sulfonyIl-2,5-difluoroanllino}m 

dimethylbutanamide 


792 


-H- 


4-chloro.N-(2,5-difluorophenyi).N-(2.{2-[l-(l-naphthoyl)-2- 
piperidinyi]ethoxy}benzyl)benzenesuIfonamide 


793 


++ 


N-{2.[2.(l-{[(4-chlorophenyl)sulfonyl]-2.5-diOuoroanilino}ethyl)phenoxy]ethyl}.2^^^ 

N-methyihexanamide 


794 


++ 


4-chloro-N-[l<2-{3.[[(4-chlorophcnyl)sulfonyl](mcthyl)amino]propoxy}pheny0e 
(2«5-difluoroDhenvi)ben2enesiilfonamide 


795 


++ 


2K(lR)-l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl).5-fluoro^^ 

butyicarbamate 


796 


++ 


N- {2-[2-( I - { t(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino} ethy l)phenoxy]ethy I }- 
2,2,3,3 ,4 ,4,4-heptafluoro-N-inethy Ibutanam ide 


797 


++ 


4-chloro-N-(2,5-difluorophenyl)-N-(2-{2-[l.(2,3,4-trifluorobenzoyl)-2- 
piperidiny l]ethoxy } benzy ])benzenesulfonainide 


798 


++ 


methyl I[2.((IR)-l-{[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroaniiino}ethyl)benzyl](methyi)amino]acetate 


799 


-H- 


2-((lR).l.{[(4.chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)bcn2yl 2- 
phenylpropylcarbamate 


800 


-H- 


N-{3-[2<{[(4-chlorophenyl)sulfonyl]-2,5-difluoit)anilino}methyl)phcnoxy]propyl}-N- 

methylbenzamide 


801 


++ 


4-chloro-N-(2,5-difluorophenyI)-N.[l-(2-{2- 
[r(ethyiamino)caii>onyl](methyl)aminolethoxy>Dhenynethvnt^ 


802 


++ 


N-{3.[2Kl-{[(4<hlorophenyl)sulfonyl]-2,5Hlifluonmilino}etf^^ 
dimethoxy-N-methylbenzamide 


803 


++ 


4.chIoro-N«(2,5-difluorophenyl>.N-(2-{3-[(4- 
methoxyphenynsulfinvllDroDOxvlbenzvnbenzenesulfonamide 


804 


++ 


N-(3.bromophenyl)-4K:hloro-N-{2-[3-(l-piperidinyl)propoxy]bcnzyl}bcn2enw^ 

hydrochloride 


805 


-H- 


N- { 3-[2-( 1 - { [(4.chlorophenyl)sulfonyi]-2,5-difluoroanilino }ethyl)phenoxy]propy 1 } -4- 

nitrobenzamide 


806 


++ 


3-broino-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI].2,5. 
difluoroaniiino}ethyl)DhenoxylDroDYl)-N-inethvIbenzenesu!fonafflide 


807 


++ 


4.chloro-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino}ethyl)phenoxvlDroDyl)-N-niethvl-3-nitrobenzenesulfonafnide 


808 


++ 


N.{3-[2-(l-{[(4-chlorophenyi)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-2- 

naphthamide 


809 


++ 


N-{2-[3-{3-hydroxy-l-pyrrolidinyl)propoxy]bcnzyl}-N-phenyIbenzenesulfonamide 

hydrochloride 


810 


-H- 


N- { 3-(2-{ { [(4-chloropheny l)suIfony l]-2,5-difluoroanilino } methy l)phenoxy ]propy I } -N- 

methyl-2-naphthainide 


811 


-H- 


4-ch!oro-N.{3-(2-(l -{ [(4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino}ethyl)phenoxy]propyl}benzamide 


812 


++ 


4.chIoro-N-{2-{3-[(2R,6S)-2,6-dimethylpipcridinyllpropoxy}bcnzyi)-N- 
phenylbenzenesulfonamidehydrodiloride 
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813 


-H- 


N-{3-[2-({[(4-chlorophcnyl)sulfonyl]-2,5-difluoroaniIino}me%l)phcnoxy]propyl}-2,4,^ 

trifluoro-N-methylbenzamide 


814 


-H- 


N-{3-[2<{[(4-chlorophenyl)sulfonyl]-2,5-<IifluoroaniUno}methyl)phenoxy]propyi}-3- 
methoxy-N-methylbenzamide 


815 


44- 


{ 3-[2-( 1 - { [(4.chloropheny l)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]prop 

difluorobenzamide 


816 


++ 


4-chloro-N-(3,5-dichlorophenyl)-N-{2-[3-(I- 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


817 


-H- 


4.butoxy-N.{3-[2.({[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino}methyl)phcnoxy]propyl}-N-methylbenzamide 


818 


-H- 


4-chloro-N-(2,5-difluorophenyl)-N-{2-[3- 
(phenyIsulfonyl)propoxy]benzyl}benzenesulfonainide 


819 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroanilmo)ethyl)phenoxy]propyl}-4- 

methoxybenzamide 


820 


+4- 


3-bromo-N-{3.[2.(l-{[(4-chlorophenyl)sulfonyl)-2,5- 
difluoroanilino}ethyl)phenoxy]propyl}-N-methyIben2amide 


821 


++ 


N-{3-I2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}methyI)phenoxy]propyl}-N- 

methy [- 1 -naphthamide 


822 


++ 


3,4-dichioro-N-{3.[2-(l-{[(4.chlorophenyl)sulfonyl]-2.5- 
difluoroanilino}ethyl)phenoxy]propyl}-N-methylbenzenesulfonamide 


823 


++ 


2-((lR>I-{[(4-chlorophenyl)sulfonyl].2,5-difluoroanilino}ethyl)bcnzyI(lS)-^ 

phenylethylcarbamate 


824 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-dlfluoroaniIino}ethyl)phenoxylpropyl}-4- 

iodobenzamide 


825 


++ 


2-(( 1 Ry 1 -{ [(4.chlorophenyl)sulfony l]-2,5-difluoroani I ino } ethy Obenzy 1 benzy Icarbamate 


826 


++ 


phenyl 3-[2-(l-{((4-chlorophenyl)sulfonyl]-2,5- 
difluoroaniiino}ethyl)phenoxy]propyl(niethyl)carbamate 


827 


•H- 


4-chloro-N-(cyclobuty lmethyl)-N- { 2-[3-( 1 - 
piperidinyl)propoxy]benzyl }benzenesuIfonamide hydrochloride 


828 


-H- 


N-{3-[2-(l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyI}- 
2,3 ,4, 5 ,6-pentafluoro-N-inethy Ibenzam ide 


829 


++ 


3-bromo-N- {3-[2.( 1 - { [(4-chloropheny l)sulfony l]-2,5. 
difluoroanilino } ethy l)phenoxy ]propy 1 } benzam ide 


830 


++ 


S-ethyl 2"[2.(I -{[(4.chlorophenyl)sulfonyl]-2.5- 
difluoroanilino } ethy l)phenoxy ]ethy I(ethy l)thiocarbamate 


831 


++ 


N-{2.[2.(I.{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]ethyl} 

diethylhexanamide 


832 


++ 


4-chloro-N-(2,5-difluorophenyl)-N-[2.(2-{l-[(2Z)-3-phenyl-2-propenoyl]-2- 
piperidiny I }ethoxy)benzy I]benzenesu 1 fonam ide 


833 


++ 


4-chloro-N-(2-{3-(4-hydroxy-4-(trifluoromethyI)-l-piperidinyl]propoxy}benzyl)-N- 
phenylbenzenesul fonam ide hydrochloride 


834 


++ 


N-{3-[2-({[(4-chlorophcnyl)sulfonyl]-2,5-difiuoroanilino}methyl)phenoxy]propyl}-2,4- 
dimethoxy-N-methylbenzamide 


835 


-H- 


4-chloro-N-cyclopenty I-N- { 2- [3 -( 1 -piperidiny l)propoxy)benzy 1 } benzenesulfonamide 

hydrochloride 


836 


-H- 


N- { ( 1 R)- 1 -[2-(3-aminopropoxy)pheny l]ethy 1 }-4-chloro-N.(2,5- 
difluorophenyl)benzenesulfonamide 


837 


++ 


N-{3-[2-({[(4.chlorophcnyl)sulfonyl]-2,5-difluoroanilino}methyl)phcnoxy]propyl}-2-ethyl 

N-methy Ihexanam ide 


838 


-H- 


2-(( 1 R)- 1 -{ [(4-chloropheny l)suIfony!]-2.5-difluoroanilino}cthyl)benzyl benzy 1(2- 
(dimethylamino)ethyi]carbaniate 


839 


-H- 


2,4-dichloro-N-{3-[2-(l-{[(4-chlorophenyl)sulfonyl]-2.5- 
difluoroanilino}ethyi)phenoxy]propyl}-N-meihylbenzamide 


840 


++ 


N-{3-[2-(l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}-N- 
methy 1[ 1 , r-biphenyl]-4-carboxamide 


841 


++ 


(2Z)-N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2.5-difluoroanilino}methyl)phcnoxy]propyl}-N 

methy 1-3 -pheny 1-2-propenani i de 
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842 


++ 


4<hIoro-N-(5-hexynyI)-N.{2-[3-(l-piperidinyl)propoxylbcn2yl}benzencsulfona^ 

hydrochloride 


843 


-H- 


N-{4-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]butyl}-N- 

tnethylacrylamide 


844 


-H- 


N-{2-[2-(l-{[(4-chlorophcnyl)sulfonylJ-2,5-difluoroanilino}cthyl)phcnoxy]ethyl}-2- 
cvclohexvUN'inethvlacptflmiHf^ 


845 


-H- 


N-(2-{2-[l-([lJ^biphenyl]-4-ylcarbonyl)-2-piperidinyl]cthoxy}ben2yl)-4-chloro-NK^ 

diflLloroDhcnvnhpn7f*n^<:i!lfnnnm iHp 


846 


++ 


N-{4-[2-{l-{[(4-chIorophenyl)sulfonyl)-2,5-difluoroaniljno}ethyl)phenoxy]butyl}-N- 

mcthvl- 1 «2idamantj)npr^rhnYnmiHp 

iiivuijr 1 I au«u iicuiLaii^Wdl i/UAOlIllUw 


847 


-H- 


3,4-dichIoro-N-{3-[2.(l.{((4-chlorophenyl)sulfonyl]-2,5. 


848 


++ 


4-chloro-N-(cyclopentylmethyl)-N-{2-[3-( 1 - 
pipci >uiii/i^piupuAyjucii^yi/ucn^nc5Uiionaniiue nyorocnioriQe 


849 


++ 


4^hloro-N-(2-{3-[[(diethylammo)carbonyl](methyI)amino]propoxy}benzyl)-N-^ 

diriiinmnVipnvl^HpnTPnpctilfnnamSrlA 

UlllMVil UpilWliy lyUVll^^llWdUliUIlcUIlIUC 


850 


++ 


4-chIoro-N-{2-[2-(cyclohexylsulfanyl)ethoxy]benzyI}-N-(2,5- 

n 1 f1 1 lorAnKiPnvl ^Kpn 7P>n 1 1 fAn a m 1 rt ^ 


851 


-H- 


N-{2-[3-(I-azepanyI)propoxy]benzyl}-4.chloro-N-phenylbenzenesulfonamide 

h vHrocKlnriHA 


852 


++ 


4<hloro-N-cyclohcxyl-N-{2-[3-(Upiperidinyl)propoxy]bcn2yl}ben2enesuIfonamide 

HvHrn^hloriHp 


853 


-H- 


2,2,2-trichloro-N-{3-[2-({[(4-chlorophcnyl)sulfonyI]-2,5- 

d i fl uoro^ i 1 i n n ) m eth vHnh pn ny v1 nmn vH •Tsl.m pf h V 1 n rAtfl m i r1 A 


854 


++ 


N-{2-[2-(l-{[(4-chlorophcnyl)suIfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]ethyl}-N- 

mpffi vltPtrflHppanam f <4a 
If ivuijr livu auvMUiaiiiiUv 


855 


■H- 


N-[(lR).l.(2-bromophenyl)ethyIl-4-chloro-N-{2,5.difluorophenyI)ben2enesulfonamide 


856 


-H- 


S-cthyl2.[2-(l.{[(4-chIorophenyl)suIfonyl]-2,5- 

H 1 ill lornfinllin Af h\/l^f^KAnrtvt/1^ttl^/l/ mot t/\/»ar(^4*M a*a 

uiiiuuiu<uiiiiiiu/cuiyi^pncaiUAyjcuiy^iucinyi^in 


857 


++ 


N-{2-[2-(l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}ethyI)phenoxy]ethyl}-3- 

cyciopeniyj-xN-cinyipropanaiiiiQc 


858 


++ 


N-{3-[2-(l-{[(4-chlorophenyl)suIfonyI]-2,5-difluoroaniUno}ethyl)phenoxy]propyl}-N- 

iiiwuiy I'^'iiapiiuicuiiiuv 


859 


++ 


4-chloro-N-{2-[3-(4-inorpholinyl)propoxy]benzyl}-N-phenylbenzenesuIfonamide 

hvHiYirhtortHp 


860 


■H- 


4-chloro-N-(2,5-difluorophcnyl)-N-(2.{2-[l-(3-methylbenzoyl)-2- 

n 1 npn H S n V 1 1 At h nw \ l^An TV 1 N Ka n 7 /> n /> ci 1 1 n o m 1 /I A 

pipci luiiiy ijcuiuAy / uciucyi ^i^nzcncsuixunainiQv 


861 


++ 


4-chIoro-N-(2,5-dmuorophenyI).N-((lS).l.{2-[3-(lH-iinidazoM- 
y i^pr opoxy jpncnyi/cuiyi^ucnzcncsuiionaniiae nyarocnionoc 


862 


-H- 


N-{3-[2-({[(4-chlorophenyI)sulfonyI]-2,5-difluoroaniIino)methyl)phenoxy]propyl}-3- 

Tl 1 i/xr/i—XI^m Af h xt 1 d Att 7q tn i/l ^ 

1 1 uor o- IN *incuiy I Dcnzcuiiiuc 


863 


-H- 


N-{3-[2-{l-{[(4-ch!oix)phenyl)sulfonyI]-2,5Klifluoroanilmo}ethyI)phenoxy]propyI} 

icuaiiuuruocn^niiuc 


864 


++ 


N-{3-[2-({[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}methyI)phenoxy]propyl}-2,3,4- 

fri n 1 mm>N>m pf h v thAn 79 m irl a 
u itiui/i v^i^ iiicuiy lUvii^aiiiiuc 


865 


++ 


4-chloro-N-{2-[3-(2-elhyl-l-piperidinyI)propoxy]ben2yl}-N-phenylbenzencsulfonaniide 

KivHrrtpHlArJHA 


866 


■H- 


N-(2-bromophenyl)-4-chloro-N.{2-[3-(l-piperidinyl)propoxy]bcnzyl}ben2encsulfonamide 

nycirocnioriQC 


867 


++ 


4-chloro-N-[( ! R)- 1 -methy Ibuty IJ-N- { 2-[3-( 1 - 
pipmuinyi^propoxyjucn^i/Dcnzenesuiionainiae nyarocnioride 


868 


-H- 


4-chloro-N-(2,5-difluorophenyI).N-[(lS)-2-hydroxy-l-phenylethyI]benzenesu!fonainide 


869 


++ 


4-chloro-N-{2-[3-(cycIohcxylsuIfanyI)propoxy]benzyl}-N-(2,5- 
difluorophenyl)benzenesulfonaxnide 


870 


++ 


4.chloro-N-{2-[3-(cyclohcxylsuIfanyl)propoxy]ben2yl}-N-(2,5- 
difluorophenyl)benzenesulfonamide 



wo 00/50391 



343 



PCT/US00/04S60 



NUMBER 


ACTIVITY 


COMPOUND 


871 


-H- 


4-chIoro-N.(2,5-difluorophenyl)-N-(2-{3-[(4- 
methoxvDhenvnsulfonvIlDroDOXvlbenzvl^benzfinesulfonaniide 


872 


-H- 


N-{3-[2-({[(4-chiorophenyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propyl}-N- 

m eth V 1 -4-n i trohen Tam i H p 


873 


++ 


N- { 3-l2-({ [(4-chlorophenyl)sulfony l]-2,5-difluoroaniiino } methy l)phenoxy ]propy 1 }-N- 

fYlPthvl»4«f triflimrAmpthnY v^hpHTitm tr(p 

Illvuljr 1**T~^U ILIUVI vFlllvUlUAjr ^UdlXallllUC 


874 


++ 


4-chloro-N-(2.5-difluoropheny I)-N-[( 1 R)- 1 -(2-viny Ipheny l)cthy IJbcnzcnesulfonamide 


875 


-H- 


4-chloro-N-(2-methyIpheny!)-N-{2-[3-(l-pipcridiny])propoxy]benzyl}ben2enesu!fonami^^ 

h vH rrtoh 1 nri H ^ 
1 1 Jr Ul \J\^l 1 lUl lUC 


876 


-H- 


2,2,2-trichloroethyI3-(2-(l-{[(4-chlorophenyl)sulfonyl]-2,5- 

difluoroajiilino\ethvnnhpnnxvlnrf>nvl^iTiethvn<^rharnjit*» 


877 


++ 


4-chloro-N-{2-[3-(l,4-dioxa-8-azaspiro[4.5]dec-8-yl)propoxy]benzyl}-N- 
chen vlbenzenesutfonam ide 


878 


+ 


4-chloro-N-(2,5.difluorophcnyl)-N^I-{2-[3-(l- 

DlDeridinvnDroDOXvlDhenvl ) nranvnbenzene<;ulfnnam iHp h vHrnrhlnriHA 


879 


+ 


N-(2,5-difluorophenyIH-methoxy-N-{2-[3-(l- 

nineridinvnnronAyvlhpnTvHhpnTPnpciitfhnnmiHp hvHrrkr>tilArl/lA 


880 


+ 


N-{2-[3-(4-benzyl-l-piperidinyl)propoxy]benzyl}-4-chloro-N-phenylbenzcncsulfo 

nyorocnionac 


881 


+ 


3-[2-(( 1 RV 1 - { [(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)-5-fluorophenyI]- 1 - 

propancsuiionic awia 


882 




4-chloro-N-{2-[3-(lH4midazol-l-yl)propoxy]ben2yl}-N-phenylben2cnesulfonamide 

nyurocnionac 


883 


+ 


4-chloro-N-{2-(3-(l -hydroxy- 1 lambda-5— piperidin- 1 -yl)propoxy] benzyl }-N- 

n n f»n\/ 1 r<p»n'7*»n Aci 1 1 Trtn iri/i 
pHwliy lUCiLCCIlCbUliUllcUItlUC 


884 


+ 


4-chloro-N-(2,5-difluorophenyl)-N-(2-{2-[l-(4-methylbenzoyl)-2- 
pipcriuiny 1 jcuiuAy / Dcnzy i ^Dcn^cncauiionaniivic 


885 


+ 


4-chloro-N-[l-(2-{3-[[(4-chlorophcnyl)suIfonyI](methy!)amino]propoxy}ph^ 


886 


+ 


N-benzyl-4-chloro-N-{2-[3-(l-piperidmyl)propoxy]benzyl}benzenesulfo^ 

Ki vH TA^h 1 Ar 1 H p 

lljrUl UCIllvrl lUv 


887 


+ 


4-chloro-N-(5-chloro-2-hydroxyphenyl)-N-{2-[3-(l- 
pipcriuiny 1 ^pr upuAy juciuLyi / ucll^Lcnc2lUlIona^lluc nyQiOvnioriUv 


888 


+ 


4-chloro-N-(2,5-difluorophcnyl)-N-[l.(2-{2- 


889 


+ 


4-chloro-N-{2-[2-(l-mcthy!-2-pipcridinyl)ethoxylbcn2yl}-N-phenylbei^ 

h vHtY>ph 1/\f*i H A 
1 Ijr Ul vici uv/riuc 


890 


+ 


4-chloro-N-(2,5-difluorophenyl)-N-(2-{2'( 1 -(3,4-dimethoxybenzoy I)-2- 

mnAi*iHinvll Afti/wvX liAn9vl^t%An9AnAciil'A\nofw S/1 A 

pipcriQiny 1 jcuiuxy / uviu^i ^Dcnzscnesuiionainiae 


891 


+ 


N-{3-t2-({[(4-ch!orophenyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propyl}-N- 
meuiy i-^-^iniiuoronieinyi ^DenzainiQe 


892 


+ 


N-{3-[2-(l-{[(4-chlorophenyI)sulfonyl]-2,5-difluoroanilino}cthyl)^^ 
ineinyi-zp-Dis^n^iiiuoronieiny 1 jocnz3in ice 


893 


+ 


N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniImo}methyl^ 

uiincinyiucnzaniiuc 


894 


+ 


2-(( 1 R)- 1 - { [(4-chloropheny l)sulfony l]-2,5-difluoroanilino }ethy l)benzyl diethy Icarbamate 


895 


+ 


4-chloro-N-(3.fluorophenyl)-N-((lR)-l-{2-[3-(lH-imidazol-l- 
yi^propoxyjpnenyi/einyt^Dcnzcncsuiionaniiae nyarocnionac 


896 


+ 


2,4-dichIoro-N-{3-[2-({[(4-chIoropheny!)sulfonyI]-2,5- 

uiiiuoroaniiino|iiieinyi^pnenoxyjpropyi/-j«iiu 


897 


+ 


4-chloro-N-cycloheptyl-N-{2-[3-(Npiperidinyl)propoxy]benzyl}ben2enesulfonainide 

hydrochloride 


898 




N-{3-[2-({[(4-chIorophenyi)sulfonyl]-23-difluoroannino}inethyl)phenoxy]propyl}-N- 
methyI-4-(trifluoromethy!)benzainide 


899 


+ 


N-(2-{2-(l-(4-buioxybenzoyl)-2-piperidinyl]ethoxy}bcnzyl)-4-chloro-N-(2,5- 
difluorophenyObenzenesulfonamide 
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900 


+ 


3-chloro-N-{3-[2^1.{[(4.chlorophenyl)suIfonyI]-2,5- 
difluoroanilino } ethy I)phenoxy]propy 1 } benzamide 


901 


+ 


4-chIoro-N-(2,5-dlfluorophenyl)-N-(2-{2-[l.(4-iodobenzoyl)-2- 
piperidinyl]ethoxy}benzyl)benzenesulfonamide 


902 


+ 


4-chloro-N-(2,5-difluorophenyI)-N-(2-{2-[l-(2-methoxybenzoyl)-2- 
piperidinyl]ethoxy}ben2^1)benzenesulfonaniide 


903 


+ 


N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propyl}-N- 
methyl- 1 ,3-benzodioxoIe-5*carboxaniide 


904 


+ 


(2S)-2-{[(4-chIorophcnyl)sulfonyl]-2,5-difluoroaniHno}.2-phenylethyl isonicotinate 


905 




4-chloro-N-(2,5-difluorophenyl)-N-(2-{3.[(4- 
nitropheny l)suIfony Ijpropoxy } benzy l)benzenesulfonainide 


906 


+ 


4-chloro-N-(2,5.dichloro-3-pyridinyl)-N-{2-[3-(l- 
piperidiny])propoxylbenzvUbenzenesulfonamide hvdrochlnrirfp 


907 




N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}mcthyI)phenoxy]propyl}^^ 

ditnethy 1-3-nitrobenzani i de 


908 




4-chloro.N-(2,6-difluorophenyl)-N-(( 1 R)- 1 - {2-[3.( 1 H-im idazol- 1 - 
yI)propoxylDhcnvllcthvnbenzenesulfonamide hvdmchlnride 


909 


+ 


4-chloro-N-(2,5-difluorophcnyl>-N-(2.{2-[l.(3-methoxybenzoyl).2. 
piperidiny llethoxv 1 benzvnbenzenesu Ifonam ide 


910 


+ 


2-((lR)-l-{[(4-chlorophenyl)sulfonylJ-2>difluoroannino}cthyl)bcnzyI 3- 
fluorobenzylcarbamate 


911 


+ 


4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(lH-imidazoM-yl)propoxy]-6- 
methoxybenzyl}benzenesulfonaniide hydrochloride 


912 


+ 


N-(2,5-difluorophcnyl)-N-((lR)-l.{4-fluoro-2-[3-(methylsulfanyl)propyi]phcnyl}e%IH^ 
(methylsulfanyObenzenesulfonamide 


913 


+ 


N-{3-[2-(l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyI)phenoxy]propyl}-3,4^^ 

trimethoxv-N*meth vihenzam 1 ftp 


914 


+ 


2-((l R)- 1 -{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyl)-5-fluorobenzyl 2-( 1 - 

Dvrrolidinvl^ethvlcarhamatp 


915 


+ 


4-chloro«N-{2-[3-(3-hydroxy-l-pipendinyl)propoxy]ben2yl}-N-phenylbenzenesuIfonamide 

hydrochloride 


916 


+ 


4-chloro-N-(2,5-difluorophenyl)-N-{2-[3-(l,3-dioxo-l,3-dihydro-2H-isomdol-2. 
yDproooxvl benzyl ) benzenesulfonamide 


917 


+ 


N-{3-[2-({[(4-chlorophenyl)sulfonyI]-2,5-difluoroaniIino}methyl)phenoxy]propyl)-N- 
inethvl-2-DhenvlcvclonroDanecarhnyflm 


918 




N-{2-[3-(l-azetidinyl)propoxy]bcnzyl}-4K:hloro-N-phenyIbcnzenesulfonami 

hvdrochlnnde 


919 


+ 


4-chIoro-N-(3-me%lphenyl).N-{2-[3-(l-pipcridinyl)propoxy]ben:g^l}ben2encsulfo^^ 

hydrochloride 


920 


+ 


N-{3-[2-(l-{[(4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyI}^. 

(trifluoroinethoxy)benzainide 


921 


+ 


N-(2.{2-II-(I,3-benzodioxol-5-y!carbonyI)-2-piperidinylJethoxy}benzylH-chloro-N-P^^ 

dif1uorophenyl)benzenesulfonamide 


922 


+ 


4-chloro-N-(2- {3-[4-(hydroxyniethyl)- 1 -pipcridinyI]propoxy }benzyl)-N- 
phenylbenzenesulfonaIn^de hydrochloride 


923 




4-chloro-N-{2-[( 1 E)-3-oxo-3-( 1 -pyrrolidinyl)- 1 -propcnyi]ben:gr|}.N- 
Dhcnvlbenzenesutfonam ide 


924 


+ 


4-chIoro-N-(2-(methylsulfany l)phenyl]-N- {2-[3-( 1 - 
piperidin yDoroDOX vlbenzivl ) benzenesu 1 fonam i de h vd rnrfi 1 nridp 


925 


+ 


4-chloro«N-[2-(methylsuIfanyI)phenyl]-N-{2-[3-(l- 

DiDeridinvnDrODOXVlbenZvDbenTfine^lllfonAmidp hvdrnrhlrtriH^ 


926 


+ 


4-chloro-N-{2-[3-(3,5-dimethyI-l-piperidinyl)propoxy]benzyl}-N- 
phenylbenzenesulfonamide hydrochloride 


927 


+ 


N- { 2-[3-(4-bcnzyI- 1 -piperidiny l)propoxy ]benzy 1 } -4-chloro-N.phcnylbenzencsulfonamide 

hydrochloride 


928 


+ 


N-{2-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-dinuoroanilino}ethyl)phenoxy]ethyl}-N- 

ethyltetradecanamtde 
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929 


+ 


methyl [{2-(2-(l-{[(4.chlorophenyl)sulfonyl]-2,5. 
difluoroaniUno}ethyl)phenoxy]ethyl}(methyl)amino](oxo)acetate 


930 


+ 


N.{2-[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroaniIino}ethyi)phenoxy]e% 

tnmethylpentanamide 


931 


+ 


N-{3-[2-({[(4.chlorophenyl)suIfonyI].2,5-difluoroaniIino}inethyl)phenoxy]propyl}.N- 
nicthyI-3,5-bis(trifluoromethyI)benzamide 


932 




3.4.dichloro-N-{3-[2-({[(4-chlorophenyl)sulfonyl].2,5- 
difluoroaniIino}inethyl)phenoxy]propyl}-N-methyIbenzamide 


933 




4-chloro-N<2-{2-[l-(23-difluorobenzoyI)-2-piperidinyl]ethoxy}ben2yI)-N-(2,5 
difluorophenyl)benzenesuIfonamide 


934 


+ 


N-{3-[2-(l-{[(4-chiorophenyI)sulfonyl]-2,5-difluoroaniIino}ethyl)phenoxy]propyl}-N- 
methyl-3,5-bis(trifluoromethyl)ben2amide 


935 


+ 


4-[2-((lR).l.{4-chloro-2-[[(4-chlorophenyI)sulfonyl](methyl)amino]^^^ 

f1uorophenyl]butanoic acid 


936 


+ 


N-(2,5KiifluorophenyIH-(ethyIsulfanyl)-N-((IR>l-{2-[3-(ethylsulfanyl)^^^ 
fluorophenyl}ethyl)bcnzenesulfonamide 


937 




4^hloro-N-phenyI-N-{2-[3-(4-thiomoipholinyl)propoxy]ben2yI}ben2cnesulfonainide 

hydrochloride 


938 




4.chloro-N.(2,5-dinuorophenyl)-N.(2-{2.[K3,4,5-trimethoxyben2oyl).2- 
piperidinyl]ethoxy}benzyl)benzenesulfonaniide 


939 


+ 


4-chloro-N-(2,5-difluorophenyl)-N-{( 1 R)- 1 -[2-(l - 
piperidinylmethyl)phenyi]ethyl}bcnzencsulfonamidc hydrochloride 


940 


+ 


4-[2-(2-{ [(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}. 1 -methy lethy l)-5- 
fluorophenyl]butanoic acid 


941 


+ 


4-chloro-N-(2-{ [(2S)-7-methyl.7-azabicyclo[2.2, 1 ]hept-2-yl]methoxy }benzyl)-N- 
phcnylbenzenesulfonamide hydrochloride 


942 


+ 


N-(2-{2-[l-(2-bromobenzoyl)-2-piperidinyl]ethoxy}benzyI).4.chloro-N-(2,5- 
difluorophenyl)benzenesulfonamide 


943 


+ 


N-{4.I2-(I-{[(4-chlorophenyI)sulfonyI]-2,5-difluoroanilino}ethyI)phenoxy 
cyclopentyl-N-ethylpropanamide 


944 


+ 


4-chloro-N-phenyl.N-{2-[3-(Upiperaziny!)propoxy]ben2yI}benzenesuifonamide 

dihydrochloride 


945 




4-chloro-N- { 2-[3-{ 1 -pipcridinyl)propoxy]benzyl}-N-{3- 
pyridinylmethyObenzenesulfonamide hydrochloride 


946 


+ 


4-chloro.N-(2,5-dinuorophenyl)-N-(2-{2-[l-(4-nuorobenzoyl)-2- 
piperidinyl]ethoxy}benzyI)benzenesulfonamide 


947 


+ 


4^hloro-N.{3-[2-(l-{[(4-chlorophcnyl)sulfonyl]-2.5. 
difluoroanilino}ethyl)phenoxy]propyl}-2-nitrobenzamide 


948 


+ 


2-chloro-6.{2-[3-(l-pipendinyl)propoxyJbenzyl}-6H-diben2o[c,e][I,2]thiazine 5,5-dioxide 

hydrochloride 


949 


+ 


N-{2-[2-(l.{[(4-chlorophenyl)sulfony!]-2,5-difluoroanilino}ethyl)phenoxylcthyl}-N- 

ethylacrylamide 


950 


+ 


3,5-dichloro.N-{3.[2-(l-{[(4-chlorophenyl)sulfonyl]-2,5- 
difluoroanilino}elhyi)phenoxy]propyI}-N-methylbenzamide 


951 


+ 


4-ch[oro-N-(4-methylpentyI)-N-{2-[3-(l-piperidiny!)propoxy]benzyl}benzenesulfonainide 

hydrochloride 


952 


+ 


4.chloro-N.[3-(methylsulfanyI)phenyl].N-{2-[3-(l- 
piperidinyl)propoxyJben2yl}benzenesuIfonamide hydrochloride 


953 


+ 


4.chloro-N-[3-(methylsu!fanyl)phenyi]-N-{2-[3-(l- 
piperidinyl)propoxy]benzyl}benzenesu]fonamide hydrochloride 


954 


+ 


N-[(2S)-bicyclo[2.2.I ]hept-2-yI].4.chloro-N-{2-[3-{l . 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


955 


+ 


4-chloro-N-(2-melhyl-2-propenyl).N-{2-[3-(I- 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochoride 


956 




4-chloro-N-phenyl-N-(2-{3-[3-(l-pipendinyl)propoxy]phenyl}ethyl)benzenesulfonamide 

hydrochloride 


957 


+ 


4-chloro-N-(2,5-difluorophenyl)-N-{5-melhyl-2-[3-(l- 
piperidinyl)propoxylbenzyl}benzenesulfonamidc hydrochloride 
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958 


+ 


N-{3-[2-({[(4<hlorophenyI)suIfonyI]-2,5-difluoroanilino}melhyl)phenoxy]propyl}-N- 

methy t-3 ,5-dinitrobenzainide 


959 


+ 


N-{4-(2-(l-{[(4-chlorophenyl)sulfonyn-2,5-difluoroani!ino}ethyl)phenoxy]butyl}-N- 
ethy Icyclopropanecarboxam ide 


960 


+ 


N-{3-[2-({[(4<hlorophcnyl)sulfonyI]-2,5-difluoroanilino}methyl)phenoxy]propyl}0,4- 
dimethoxy-N-methylbenzam ide 


961 




2-((lR)-l-{[(4-chlorophenyl)suIfonyl]-2,5-difluoroanilino}cthyl)bcn2yI3,4- 
difluorobenzylcarbamate 


962 




4-chloro-N-{2-[2-(l-methyl-2-pyrrolidinyl)ethoxy]benzyl}-N-phcnyIben 

hydrochloride 


963 


+ 


4-chloro-N-phenyl-N-{2-[2-(2-piperidinyi)ethoxylbenzyl}benzenesulfonaniide 

hydrochloride 


964 


+ 


4-chloro-N- { 5-chloro-2-[3-( 1 -piperidiny l)propoxy ]benzy l}-N-pheny Ibenzenesulfonamide 

hydrochloride 


965 


+ 


4-diloro-N-{2-[3-(4-hydroxy-4-methyl-l-piperidinyI)propoxy]benzyl}-N- 
phenylbenzenesulfonamide hydrochloride 


966 


+ 


N- { 3-[2-( 1 - { [(4-chIorophenyI)suIfony l]-2,5-difluoroanriino } ethy l)phenoxy]propy 1 } -N- 

methyl- 1 -naphthamide 


967 




4-chloro-N-{2-[3-(l-piperidinyl)propoxy]benzyl}-N-(4- 
pyridiny imethy l)benzenesulfonamide dthydrochloride 


968 


+ 


4-chloro-N-{2-[3-(4-oxo-l-pipertdinyl)propoxy]ben2yl}-N-phenyibenzenesulfonaniide 

hydroch loride 


969 




N-[(2S>bicyclo[2.2.1]hept-2-yl]-4-chloro-N-{2-l3-(l- 

piperidi ny l)propoxy Jbenzy I } b enzenesul fonam ide hydrochloride 


970 




4-chloro-N.{3-[2.({[(4-ch!orophenyl)sulfonyl]-2,5. 
di fliioroani lino ) meth vnohenoxvloroD vll-N-methvlbenzamide 


971 


+ 


ethyl (2E)-3-[2-({[(4-chiorophenyl)sulfonyl]aniHno}methyl)phenyl]-2-propenoate 


972 


+ 


4K:hloro-N-phenyl-N-(2-{2-t3-(l-piperidinyl)propoxy]phenyl}ethyi)benzenesulfona^ 

hydrochloride 


973 


+ 


4-chloro-N-phenyl-N-{2-[4-(l-piperidinyl)-l-butynyl]benzyl}benzenesulfonamide 


974 


+ 


4-chloro-N-(2,3,4,5,6-pentafluorobcnzyl)-N-{2-[3-(I- 
piperidinyl)propoxy]benzy 1} benzenesulfonamide hydrochloride 


975 


+ 


4-chloro-N-(5-chloro-2-hydroxybcnzyl)-N-phenylbcnzcnesulfonamide 


976 


+ 


4-chloro-N-phenyl-NK2-{[5<l-piperidinyi)pentyl]oxy}ben^l)benzenesulfonainide 

hydrochloride 


977 


+ 


4-chloro-N-phenyl-N-{2-[4-(l-piperidinyl)buloxy]benzyl}benzenesulfonamide 

hydrochloride 


978 


+ 


4-chloro-N-phcnyl-N-{2-[5-(l-piperidinyl)pentyi]ben2yl}benzenesulfonamide 

hydrochloride 


979 


+ 


4-chloro-N-{2-[3-(cyclopropylaniino)propoxy]ben2yl}-N-phenylbenzenesulfonamide 

hydrochloride 


980 


+ 


4.chIoro-N-[( I R)- 1 -methy Ibuty 1]-N- {2-[3-( 1 - 
piperidinyl)propoxy]benzyl}benzenesulfonaniide hydrochloride 


981 


+ 


4-chloro-N-phenyl-N-{2-(4-{ 1 -piperidinyl)butyl]benzyl }benzenesulfonamide hydrochloride 


982 


+ 


4-chloro-N-(2,5-difluorophenyl)-N-{2-[3- 
(phenylsulfany l)propoxy]benzy 1 } benzenesulfonamide 


983 


+ 


S-mcthyl2.(2-(l-{[(4-chlorophenyl)sulfonyI]-2,5- 

difluoroanilino\ethvnDhenoxvlethvKniethvnthiocarbaniate 


984 


+ 


4-chloro-N-(cyclopropylmethyl)-N-{2-[3-(l- 
piperidinyl)propoxylbenzyl Ibenzenesulfonamide hydrochloride 


985 


+ 


N-alIyl-4-chloro-N-{2-[3-(l-piperidinyl)propoxy]benzyl}benzenesulfonamide 

hydrochloride 


986 


+ 


4-chloro-N-{2-[3-(l-piperidinyi)propoxy]benzyl}-N-tetrahydro-2H-pyran-4- 
y Ibenzenesulfonamide hydrochloride 
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987 


+ 


methyl (2S)-{[(4-chJorophcnyl)sulfonyl)-2,5-difluoroanilino}(phenyl)ethanoate 


988 




N-(4-bromophenylH.chloro-N- { 2-[3-( Upiperidiny Opropoxy Jbenzy 1 } benzenesulfo^ 

hydrochloride 


989 




N-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propyl}-3,4,5- 

trimethoxy-N-methylbenzamide 


990 


+ 


4-chloro-N-{5-chloro-2-[4<l.pipendmyl)-l.butynyl]bcn2yl}-N.phcnyIbcnzenesuIfo^ 

hydrochloride 


991 


+ 


4-chloro-N-(2-ethynylbenzyl)-N-phenyIbenzenesuIfonamide 


992 


+ 


N-(2,5-dichlorophenylXpheny l)-N- { 2-[3-( 1 - 
piperidinyl)propoxy]benzyl}xnethanesulfonaniide hydrochloride 


993 


+ 


3-(2-{[(phenylsulfonyl)anilino]methyl}phenyl)propanoic acid 


994 


+ 


(E)-N-(2,5-dichlorophenyl)-2-phenyl-N-{2-(3-(l- 
piperidinyl)propoxy]benzyl}ethenesulfonamide hydrochloride 


995 


+ 


ethyl 3-(2-{[(phenylsulfonyl)anilino]niethyl}phenyl)propanoate 


996 




4-chloro-N-{2.[3-(cyclohcxylammo)propoxy]benzyl}.N-phenyibenzenesulfonamide 

hydrochloride 


997 


+ 


4-chloro-N-(2,5-difluorophenyl)-N-(2-{3-[(4- 
nitropheny l)sulfanyl]propoxy } benzy i)benzenesulfonamide 


998 




4-chloro-N.(4.nitroben2yl).N-{2.[3.(l-piperidiriyl)propoxy]benzyl}ben2»nesulfo^ 

hydrochloride 


999 


+ 


4-chloro-N-{2-[3-(3,4-dihydro-2(lH)-isoquinolinyI)propoxy]ben^l}-lsI- 
phenylbenzenesulfonamide 


1000 


+ 


N-{3-[2-({[(4-chlorophenyl)suIfonyI]-2,5-difluoroanilino}methyl)phenoxy]propyl}-3,5- 

difluoro-N-methylbenzamide 


1001 


+ 


N-I2-(aIlyIoxy)benzyl].4.chloro-N-phenylbenzenesulfonamide 


1002 


+ 


3.5-dichloro-N-{3-[2-({[(4-chlorophenyl)suIfonyl]-2,5- 
difluoroan!lino}methyl)phenoxy]propyI}-N-methylbcnzamide 


1003 


+ 


4-chIoro-N-cyclopropyl.N-{2-[3-(l-piperidinyl)propoxy]ben2yl}ben2cnesuIfonamide 

hydrochloride 


1004 


+ 


2-({I(4-chlorophcnyl)sulfonyl]anilino}methyl)phenyl trifluoromethanesulfonate 


1005 


+ 


N-phcnyl-N-{2-[4-(l-piperidinyI)butyl]benzyl}benzencsulfonamide 


1006 


+ 


(2S)-2- { [(4-chlorophenyl)suIfony l]-2,5-difluoroaniHno}-2-pheny lethyl nicoti nate 


1007 


+ 


3-((4RH-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}-7-fluoro-l,2,3,4-tetrahydro-l- 

naphthalenyl)propanoic acid 


1008 


+ 


4-chIoro-N.(2,5.difluoropheny I)-N-{( 1 R)- 1 - {4-fluoro-2-[3-( 1 ,4,5,6.tetrahydro-2. 
pyrimidiny Opropy l]pheny I } ethy l)benzenesuIfonamide hydrochloride 


1009 




[2-((lR).l-{[(4.chlorophenyl)sulfonyl]-2,5-difluoroanilino}ethyl)-5- 
fluorophenyljmethanesulfonic acid 


1010 




N-{3-[2-({[{4-chIorophenyl)sulfonyl]-2,5-difluoroanilino}inethyl)phenoxy]propyl}-4- 

ethoxy-N-methylbenzamide 


1011 


+ 


4-chloro-N- { 5-chloro-2-[3-(4-hydroxy. 1 -piperidinyI)propoxy]ben2y I }-N- 
phenyibenzenesulfonamide hydrochloride 


1012 


+ 


4.chloro-N.(2.3-dihydro-lH-inden-l-yl).N-{2.[3-(l- 
piperidinyl)propoxy)benzyI}benzenesulfonamide hydrochloride 


1013 


+ 


(2R)-2-{[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}propanoicacid 


1014 


+ 


S- {3-[2-( { [(4-chlorophenyl)sulfonyI]aniHno}methyl)phenoxy]propy I } ethanethioate 


1015 


+ 


4-chloro-N-(2-<2-hydroxyphenyl)cthyl]-N-phenyIbenzencsuIfonain!de 
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1016 


+ 


4-chloro-N-[2-{4-hydroxybutyl)benzyI]-N-phenylbenzcnesulfonamide 


1017 


+ 


4-chloro-N-[2-(4-hydroxybutyI)benzyl]-N-phenylbenzenesuIfonamide 


1018 


+ 


4-chloro-N-phenyl-N-[2-(3-suifanylpropoxy)benzyl]beni»nesulfonainide 


1019 


+ 


4-chloro-N-[4-(methylsulfanyl)phcnyl]-N-{2-[3-(l. 
piperidinyl)propoxy]benzyl}benzenesulfonaniide hydrochloride 


1020 


+ 


4-chloro-N-(2,3-dihydro-lH-inden-2-y!)-N-{2.[3-(l. . 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


1021 


+ 


tert-buty 1 2- { 2-[3-( I -piperidinyl)propoxy]phenyl }- 1 H-indole- 1 -carboxylate trifluoroacetate 


1022 


+ 


N-{5-[(2>dichloro{2-[3-(l-piperidinyI)propoxy]bcnzyl}anilino)sulfonylH-mcthyl-l,3- 
thiazol-2-yl}acetainide hydrochloride 


1023 


+ 


N-{5-[(2,5-dichioro {2-[3-(l-pipcridinyl)propoxy]bcnzyl }anilino)sulfonyl]-4-methyI- 1 ,3- 
thiazol-2-yl}acetamide hydrochloride 


1024 


+ 


2- {2-[3-( 1 -piperidiny l)propoxy]benzy 1 } -2H-naphtho[ 1 ,8-cd]isothia2ole 1 , 1 -dioxide 

hydrochloride 


1025 


+ 


4-chIoro-N-(2,5-difluoropheny l)-N-( {2-[3-( 1 -piperidinyl)propoxy]- 1 - 
naDhthvHmethvnbenzenesulfonamide hvdmchlnriHp 


1026 


+ 


4-chloro-N-{2-[(5-chIoropentyl)oxy]benzyl}-N-phenylben2enesulfonamide 


1027 


+ 


4-chloro-N-[2-(methylsulfonyl)phenyl]-N-{2-[3-(l- 
piperidinyl)propoxy]benzyl}benzenesulfonamide hydrochloride 


1028 


+ 


tert-butyl4-{3-[2<{[(4-chlorophenyl)sulfonyl]anilino}methyl)phenoxy]propyl}-l- 
piperazinecarboxylate hydrochloride 


1029 


+ 


4-chloro-N-(2,5-difluorophenyl)-N.(2-{3-[(4- 
methoxypheny l)sulfanyl]propoxy } bcn2yI)benzenesulfonamide 


1030 


+ 


4-chloro-N-phenyl-N-[2-(4-pyridinylmethoxy)benzyl]benzenesulfonamide hydrochloride 


1031 


+ 


N-phenyI-N-{2-[3-(l-piperidinyl)propyI]benzyI}benzenesulfonamide 


1032 


+ 


2-{ l-[(4-fluorophenyl)sulfonyl]-lH-indoI-2-yI}phenyl 3-(l-piperidinyl)propyl ether 

trifluoroacetate 


1033 


+ 


4-chloro-N-(2,5-difluorophenyl)-N.[2-(2-{l.t4-(trifluoromethoxy)benzoyl]-2- 
piperidinyi } ethoxy)beii2y I]benzenesulfonaniide 


1034 




(2E>3-[2-({[(4-chlorophenyl)sulfonyl]anilino}methyl)phenyl].N-methoxy-N-methyl-2- 

DfODenamlde 


1035 




(2E)-3-[2-({[(4-chlorophenyl)sulfonyl]anilino}methyl)phenyl]-2-propenoicacid 


1036 


+ 


4-chloro-N-[3-(methylsulfonyl)phenyl]-N-{2-[3-(l- 
DiDeridinynDroDOXvlbenzvnbenzenesulfonamide hydrochloride 


1037 


+ 


l-{3-[2-({[(4-chlorophenyl)sulfonyl]-2,5-difluoroanilino}methyl)phenoxy]propyl}-l- 

mcthylpiperidinium iodide 


1038 


+ 


l-{3-[2-({2,5-dichloro[(4-chlorophenyl)sulfonyl]anilino}methyl)phenoxy]propyl}-I- 

tnethvlDiDeridinium iodide 


1039 


+ 


N-[2-(3-bromopropoxy)ben2yl]-4-chloro-N-phenylbenzenesulfonamide 


1040 


+ 


4-chloro-N-[2-(4-hydroxy-l-butynyl)benzyl]-N-phenylbenzenesulfonamide 


1041 


+ 


N-{2-[3-oxo-3-(l-piperidiny!)propyl]benzyl}-N-phenylbenzenesulfonamide 


1042 


+ 


N-hydroxy-3-(2-{[(phenylsulfonyl)anilino]methyl}phenyl)propanainide 


1043 


+ 


3-chloro-l4{4-chlorophenyI)sulfonyI]-2-{2-[3-(l-piperidinyl)propoxy]phenyl}-IH-indole 

trifluoroacetate 


1044 




4-chloro-N-(2,5-difluoropheny i).N- {2-[3-( 1 - 
piperidinyl)propoxy]benzyl}benzenesulfonaniide 
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1045 




N-{( 1 R)-l -[2.(3-broinopropoxy)phenyl]cthyl }-4-chloro.N-(2.5- 

difluoropheny l)benzenesu 1 fonam ide 


1046 


+ 


4-chloro-N-(2,5-difluoropheny I)-N-( I - {2-[3-( 1 H-imidazol- 1 - 
yl)propoxy]phenyl}cthyl)benzenesulfonainide hydrochloride 


1047 


+ 


4-chloro-N.(2,5-difluoropheny l>N-( I - { 2.[3.( 1 H-lmidazol- 1 - 
vnDroDOXVlDhenvDethvnbenzfinesuIfonamiHe 


1048 


+ 


4.chloro-N-(2.5.difluoropheny !).N-(( 1 S)- 1 -{2.[3-( 1 H-imidazol- 1 - 
vnDrODOXvlDhenvnethvnbenzenesulfonAtnid^ hvdrnrhlnrtHA 


1049 


+ 


(2R,3R>2,3-bis[(4-methylbenzoyl)oxy]butanedioic acid compound with 4-chloro-N-{2,5- 
difluoroDhenvlVN-Cf 1 RV 1 -1 2-r3-n H-imidawil- 1 - 


lOSO 


+ 


4-chloro-N-{2-[2-(cyclohexylsuIfinyl)cthoxy]benzyI}-N-(2,5- 
d i fl uoropheny ])benzenesul fonaxn ide 


1051 


+ 


4-chloro-N.(2,5-difluoropheny i)-N- { 2-[3-( 1 H-imidazoM -y 1)- 1 . 
DroDynyllbenzvllbenzenesiiIfonamide hydrochloride 


1052 




4-chloro-N-(2,5-difluorophenyl)-N-(l-(2-hydroxyphenyl)ethyl]benzenesulfonamide 


1053 


+ 


4.bcn2oyl-N-((lS)-l-{[{3-[2-({[(4^h!orophenyl)sulfonyl]-2,5- 
difluoroanilino^inethvnDhenoxvlnroDvlUmethvnaininolcarhnnv] U^.f f ^./'q rkvnh/^vah\/Hr/\ 


1054 


+ 


4-chloro-N-(2,5-difluorophcnyl)-N-{2-hydroxybenzyl)ben2enesulfonainide 


1055 


+ 


4-chloro-N-(2,5-difluorophenyl)-N.{(lR)-l.[2-(2- 
hydroxvethvDDhenvlleth vl \ benzenesulfonamide 


1056 




4-chloro-N-(2,5-dinuorophcnyl)-N-(( 1 R)- 1 - {2.[3-( I H-imidazol- 1 - 
vnDroovllDhenvnethvnbenTenesulfonam 1 Hp h vHrnrhlnri/fp 


1057 




(2R)-2-{[(4-chlorophcnyl)sulfonyl]-2,5-difluoroaniIino}propyl isonicotinate 


1058 


+ 


(2R)-2-{[(4-chlorophenyl)sulfonyl]-2,5-dif1uoroanilino}propyi nicotinate 


1059 




N-{3.[2-(( 1 R). 1 -{ [(4-chlorophcnyl)suIfonyl]-2,5-difluoroanilino}ethyl)phenoxy]propyl}- 

N 9 9wtritn^thvlnroniinannS/lA 
i^|A)A*U iiiivUljr ipi Ul^cuiiXiIlluv 


1060 




ethyl (2R)-2-{[(4-chlorophenyI)sulfonyI]-2,5-difluoroaniIino}propanoale 


1061 


+ 


4-chloro-N-(2,5-dinuoropheny l>N-(( 1 R)- 1 -{ 2.[3-( 1 - 
DiDeridinvnoroDOXvlDhenvDethvl^benzenesulfonamide hvdrochloriHp 


1062 


+ 


4-chloro-N-[5-chloro-2-(hydroxymethyl)phcnyI]-N-((lR).l-{2.[3-(l- 
DiDeridinvnDrODOXvlDhenvBethvI'kbenzenesulfonamidp hvHrnchloriHp 


1063 




4-chloro.N-(2,5-difluorophenyl)-N-{(lR)-l.[4-fluoro-2-(3. 

h vdrox vnronvl ^nh pn vl l^tiv 1 ) hpn 7pnMi 1 1 fon nm trt A 


1064 


+ 


2-[2-( I - { [(4-chioropheny l)sulfonyl]-2,5-difluoroan!lino}ethyl)phenoxy]-N- 


1065 


+ 


methyl 3-[2-(( 1 R)- 1 - { [(4-chloropheny l)sulfony l]-2,5-difluoroanilino }ethyl).5. 
fliioronhenvllnronannfltp 


1066 


+ 


4-chloro-N.(2,5-difluorophcnyl>.N-(( 1 R)- 1 - {2-[3-( 1 H- 1 ,2,4-triazol- 1 - 

vnDroDvllohenvDethvl'ihenTene'julfnnamidp 


1067 


+ 


4-[2-(( 1 R)- 1 -{ [(4-chloropheny l)sulfonyI].2,5-dinuoroanilino}ethyI)-5- 

fluoronhenvllhiitflnAif ariH 


1068 


+ 


4-[2-((lR)-l.{[(4-chloropheny!)suifonyl]-2,5-difluoroanilino}ethyl)-5- 

fliinronhpHvllHutsinriif* nr'tH 


1069 


+ 


4-[2-((lR)-l-{[(4-chlorophenyI)sulfonyl]-2.5-difluoroanilino}ethyl)-5- 
iiuurupncnyijuuicuiuic oCiu 


1070 


+ 


5-[2-({ 1 R)- 1 - { [(4-chlorophcny Osulfony l].2,5-difluoroanilino } ethy l)-5- 

fliioronhpnvllnpntnnnic siriH 
iiu\Ji vi^iiv^iijr iji^viiuuiuiu awiu 


1071 


+ 


4-chIoro-N.(2,5-difluorophenyl)-N.I(l R> 1 -(2-{4-[( 1 , 1 .dioxido-4- 
thiomorpholinyl)suIfonyl]butyI}-4-fluorophenyl)ethyI]benzenesulfonamide 


1072 


+ 


4-(2-((lR).l-{[(4.chIorophenyl)suIfonyl]-2,5-difluoroaniIino}ethyl).5. 
fluorophenyl]butanoic acid 


1073 


+ 


4-l2-((lR)-l-{[(4-chlorophenyl)sulfonyI]-2,5-difluoroanilino}ethyl)-5- 
fluorophenyl]butanoic acid 
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1074 


+ 


4-chloro-N-(2,5-difluorophenyI)-N-[( 1 R)- 1 -(4-fluoro-2- {4- 
[(Inelhylsulfonyl)amino]butyl}pheny!)ethyl]benzcncsulfonamide 


1075 




4.chloro-N-(2,5-difluorophcnyl).N-[(lR)-l.(2-{4-[(ethylsuIfonyl)ainino]butyl}-4- 
fluorophenyl)ethyl]benzenesulfonamidc 


1076 


+ 


4- [2^(( 1 S)- 1 - { [(4-chloropheny l)suIfonyl].2,5-dinuoroaniHno }ethy 1).5- 
fluorophenyljbutanoic acid 


1077 


+ 


[({4-[2-((l R). N{ [(4-chloropheny l)sulfonyl]-2,5-difluoroaiiiIino }ethyl)-5- 
fluoropheny i]butanoy 1 } amino)oxy ]acetic acid 


1078 


+ 


4-chloro-N-(2,5-difluorophcnyl).N-((lR).l.{2.[4-(2,2-dimcthylhydTOino)-4-^^^ 
fluoropheny 1 } ethy Obenzenesu Ifonamide 


1079 


+ 


4-[2-(( 1 R)- 1 - { [(4-chlorophenyI)sulfonyiJ-2,5-difluoroanilino }ethy l)-5-fluorophenyI]-N- 

(cyanomcthoxy)butanamide 


1080 


+ 


4-[2^(lR)-l-{[(4-chloropheny!)sulfonyl].2,5.difluoroanilino}cthyl)-5. 
fluorophenyijbutanoic acid 


1081 


- 


4-chloro-N-(2-hydroxyben2y!)-N-phenyIbenzenesulfonainide 


1082 


- 


N-{2-[3-(dimethylamino)propoxy]benzyl}-N-phcnyimcthancsulfonainide 


1083 


- 


N-{2.[3-(dimethylamino)propoxy]benzyI}-4-nitn>-N-phenylbenzencsulfo^ 


1084 


- 


N-{2-[3-(dimethylamino)propoxy]benzyl}-2-nitro-N-phenylbenzenesulfonamide 


1085 


- 


5-(dimethylamino)-N-{2-[3-{diinethylamino)propoxy]benzyl}-N-phenyl-l- 
naphthalenesulfonamide 


1086 


- 


4-chloro-N-[2-(3-hydroxyO-mcthyl-l-butynyl)benzyI]-N-phenyIbenzenesulfonamide 


1087 


- 


4-chloro-N-phenyl-N.{2-[(trimethylsilyl)ethynyl]benzyl}benzene^^ 


1088 


- 


N-[2-(3-hydroxypropyl)benzyl]-N-phenylbenzenesulfonamide 


1089 


- 


4^hloro-N-[5.chloro-2.(4-hydroxy-l-butynyi)benzyl]-N-phenylbcnzencsulfonainide 


1090 


- 


4-chloro-2-({[(4-chlorophenyl)sulfonyl]aniIino}me%l)phenyltrifluoromcthM^ 


1091 


- 


4-chloro-N-phenyl-N-[2-(3-pyridinylmethoxy)ben2yl]benzenesuIfonainide hydrochloride 


1092 


- 


4-chloro-N-phenyl-N-[2-(2-pyridinylmcthoxy)benzyl]bcnzenesulfonainide hydrochloride 


1093 


- 


(2E)-N.(benzyi9xy)0-[2-({t(4-chlorophenyl)sulfonyI]aniIino}methyl)phenyll-2- 
propenamide hydrochloride 


1094 


- 


4-chloro-N-(4-(methylsulfonyl)phenyl]-N-{2-[3-(l- 
piperidinyl)propoxy]benzyl}ben2enesulfonamide hydrochloride 


1095 


- 


N.(2,5-difluorophenyl)-4-(phenylsulfanyl)-N-{2-[3- 
(phenylsulfanyl)propoxy)benzyl}benzenesulfonamide 


1096 


- 


ethyl 4-[2-({ [(2-nitropheny l)sulfonyl]anilino}methy l)phenyl]butanoate 


1097 


- 


4-[2-( { [(2-nitropheny l)suifonyl]anilino}methyl)pheny]]butanoic acid 


1098 


- 


N-{2-[2-(l-{[(4-chiorophenyl)suIfonyl]-2,5-difluoroanilino}ethyl)phenoxy]ethyl}-N- 

methyloctadecanamide 


1099 


1 1 1 It 


4-chloro-N-(2,5-dichIorophenyl)-N-[4-nitro-l(R)-niethylbutyl]ben2enesulfonaniide 


1100 


1 1 1 M 


4-chIoro-N-(5-chloro.2-fluorophenyl)-N-[4-[{methylsuIfonyl)amino]-l{R> 
methyIbutyl]benzenesuIfonamide 


1101 


1 M M 


4.chloro-N-{5-chioro-2-fluorophenyl)-N-[4-[(methylsulfonyl)methylamino]-l(R)- 
methyibutyl]bcnzenesuIfonamide 


1102 


M M f 


4-chIoro-N-{2,5-dichlorophenyl).N-[3-[2-[(melhylsulfony l)methyl]- 1 -piperidiny 1]- 1 (R)- 
methylpropyljbenzenesulfonamide 
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1103 


1 1 1 1 1 


4-chloro-N-(2,5-d!Chlorophenyl)-N-[4-(2-carboxy-3-thiazolidinyl)-l(R)- 
methylbutyl]benzenesulfonamide 


1104 





4-chIoro-N-(2,5-dichloropheny l)-N-[5-( 1 , 1 -dioxido-4-thiomorphoIinyl)- 1 (R)- 
methylpentyllbenzenesuifonamide 


1105 




4-chloro-N-(2,5-dichlorophenyl)-N-[4-(2-methoxycarbonylO-thiazolid 
inethylbutyl]benzenesuIfonamide 


1106 


..... 


4-chloro-N-(2,5-dichlorophenyl)-N-t4-(2-carboxy-3-thiazolidinyl)-I(R)- 
methy Ipenty IJbenzenesulfonam ide 


1107 




4-chloro-N-(5-chIoro-2-fluorophenyI)-N-[4-nitro-l(R)-methylbutyl]benzenesulfonamide 


1108 




4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(3-methylsulfonyl)-l-piperidinyl].l(R)- 
niethylbutyl]benzenesulfonainide 


1109 




4-chloro-N-(2,5-dichiorophenyI)-N-[4-[(3-methylsulfonyl)-l-pyrrolidinyI]-l(R> 
inethylbutyl]benzenesulfonainide 


1110 




4-chloro-N-(2,5-difluorophenyl)-N-[4-nitro-l(R)-methylbutyl]benzenesu!fonamide 


1111 


++++ 


4-chloro-N-(2,5-dichlorophenyl)-N-[3-(2-carboxy-3-thia2oIidinyi)-l(R). 
methylpropyljbenzenesulfonaniide 


1112 


-H-H- 


4.chloro-N-(2,5-dichiorophenyl)-N-[5-((3-niethylsulfonyI)-l-pyiToHdinyl]-I(R)- 
methylpentyljbenzenesulfonamide 


1113 


++++ 


4-chloro-N-(2,5-dichloropheny l)-N-[4-(acety lamino)- 1 (R)- 
methylbutyljbenzenesulfonamide 


1114 


++++ 


4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-(4-morphoUny I)- 1 - 

niethylbutyl]benzenesuIfonamide 


1115 


+-H-}- 


4-chloro-N-(2,5-dichlorophenyI>N-[5-[(3-inethy Isulfony l> 1 -piperidiny 1]- 1 (R)- 
inethylpentyl]benzcnesulfonaiii ide 


1116 


-4-H-f 


4-chloro-N<2,5-dichloropheny!)-N-[5-[2-[(methylsulfonyl)methyI]-l-piperidinyl]-^ 
iTiethylpentyl]benzencsulfonaniidc 


1117 


1 1 1 1 


4-chloro-N<2,5-dichlorophenyl>N-[5-(2-methoxycarbonyl-3-thiazoIi^ 

methviDentvllbenzenesulfonamide 


1118 


1 1 1 1 


4-chIoro-N-(2,5-dichloropheny l>N-[3-[(3-methy Isulfonyl)- 1 -piperidiny 1]- 1 (R)- 
iTiethvlnronv!lhen7ene^ulf*finflm idp 


1119 


1 M 1 


4-chloro-N-(2,5-dichlorophenyi)-N-(3-(2-methoxycarbonyl-3-thia2olidinyl)-l(R)- 
niethylpropyl]benzenesulfonamide 


1120 


MM 


4-chloro-N-(2,5-difluorophenyl)-N-[4-(2-isopropoxy.3,4.dioxo- 1 'Cyclobutenyl)amine- 1(R) 

methvlbutvllbenzenesiilfcinamide 


1121 


+++ 


4-chloro-N-(2^-dichlorophcnyl)-N-[4-[2-[(methylsulfonyl)methy 1]- 1 -piperidiny 1]- 1 (R)- 
methy Ibuty 1] benzenesulfonam ide 


1122 


-HH- 


4-chloro-N-(5-ch!oro-2-fluorophenyl)-N-[4-(2-isopropoxy-3,4-dioxo-l-cyclobutenyl)aniine 
1 rRVmethvlbutvIlbenzenesulfonamide 


1123 




4-chloro-N-(2,5-dichlorophenyl)-N-[5-[(4-methyIsulfony!)-l-piperidinyI]-l(R). 
methvlnentvllbenzene^iilfonainide 


1124 




4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[[(S)hydroxy]phenylmethyl]carbonyl]amin^ 

m eth V 1 hutv 1 1 hen 7enp<iij 1 fon am i rf ^ 


1125 


+++ 


4-chloro-N-(2,5-difluorophenyl)-N-[3-(2-isopropoxyO,4-dioxo-l-cyclob 
niethy!propyl]benzenesuIfonaniide 


1126 


+-M- 


4-chloro-N-(2,5-dichloropheny l)-N-[4-[(4-methy Isulfonyl)- 1 -piperidiny 1]- 1 (R)- 
methvlbutvllbenzenesulfonamide 


1127 




4-chloro-N-(5-chloro-2-fluorophenyll)-N-[3-(2-isopropoxy-3,4-dioxo-l- 
cvciobiitenvnamine*! ^'RVmethvlnmnvllhpnTPnpciilfnn^imiHp 


1128 


-H-f 


4-chloro-N-(2,5-dichlorophenyl)-N-[4-(2-isopropoxy-3,4-dioxo-l-cyclobutenyl)amine-1(R) 

m pttiv t Hi 1 tv 1 1 h^n 7Pn p ct 1 1 fnn 9 m 1 H ^ 


1129 


•hH- 


4-chloro-N-(2,5-dichIorophenyl)-N-[4-[[[(R)hydroxy]phenylmethyI]carbonyl]amino]-l(R)- 

methylbutyl]benzenesuifonamide 


1130 


-H-f 


4-chloro-N-(5-chloro-2-fluorophenyl)-N-[3-[2-[4-chIoro-N-(5-chloro-2-fluorophenyl)-N- 
[(3-amino)-l(R)-methylpropyllbenzenesuIfonamide]-3,4-dioxo-l-cyclobutenyI]amine-I(R)- 


1131 


+-H- 


4.chloro-N-{2,5-dichloropheny l)-N-[4.[[(methoxy )carbonyl]aniino]- 1 - 
methylbutyl]benzenesulfonamide 
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1132 


+++ 


4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(3-methylsulfonyI)-l-pyrrolW 
tnethy]propyl]benzenesulfonamide 


1133 


+++ 


4-chloro-N-(2,5-dichlorophenyl)-N-I3-(2-methoxycaitonyl-34hia2olidln 
tnethyIpropyI]benzenesulfonamide 


1134 


■H- 


4.chloro-N-(2,5-dichlorophenyl)-N-[4-[(3-methylthio)-NpyiToIidinyI]-l(R)- 
methylbutyljbenzenesulfonamide 


1135 


-H- 


4-chIoro-N-(2,5-dichiorophenylH-[n^IKcyclopropylme%l)-N-[3-(lH-imW 
y Opropyljamino]- 1 (R)-methylbutyI]bcnzencsulfonamide 


1136 


++ 


4-chloro-N-(2,5-dichlorophenyl)-N-[4-[3-[(methy Isulfony l)methy I]- 1 -piperidiny 1]- 1 (R)- 
methylbutyl]benzenesulfonamide 


1137 


++ 


4-chloro-N-(2,5-dichloropheny l)-N-[4-[[( 1 ,1 -dimethylethyl)carbony l]amino]- 1 - 
methylbutyl]benzenesulfonafnide 


1138 


-H- 


4-chloro-N-(2,5-dichlorophenyl)-N-[4-{azido)-l-methyIbuty!]benzenesuIfonamide 


1139 


-H- 


4-chloro-N-(2,5-difluorophenyl)-N-[3-[2-[4-chloro-N-(2,5-difluorophenyl)-N.[(3-amino)- 
1 (R)-mcthylpropy l]benzencsulfonamide]-3 ,4-dioxo- 1 -cy clobuteny l]aminc- 1 (R)- 


1140 


++ 


4-chloro-N-(2,5-dichlorophcnyl)-N-(5-[3-[(methy Isulfony l)methyl]- 1 -piperidiny I]- 1 (R)- 
methyIpentyl]benzenesulfonamide 


1141 


++ 


4-chloro-N-{2/5-difluorophenyI>N-[3<2-isopropoxy-3,4-dioxo-l-cyclobutenyl)amme-l(R) 
methylpropyl]benzenesulfonamide 


1142 


•H- 


4-chloro-N^2,5-dichlorophenyl>.N-[3-[(3-methylthio)- 1 -piperidinyl]- 1 (R)- 
methylpropyl]benzenesulfonamide 


1143 


HH- 


4-chloro-N-(2.5-dichlorophcnyl).N-[3-[2-[4-chloro-NK2.5-dichlorophen^ 

1 (R)-methy Ipropy l]benzenesu!fonamide]-3,4-dioxo-l -cyclobuteny l]amine- 1 (R)- 


1144 


++ 


4-chloro-N-(2,5-dichlorophenyl)-N-[4-[(4-methyldiio)-l-piperidinyI]-l(R)- 
methylbutyl]benzenesuifonamide 


1145 


-H- 


4-chloro-N-(2,5-dichIorophcny l)-N-[4-[[( 1 , 1 -dimethy Iethoxy)carbony l]amino]- 1 - 
methylbutyl]benzenesulfonamide 


1146 


++ 


4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(4-methylsulfonyl)-l -piperidinyl]- 1 (R)- 
methylpropyl]benzenesulfonaniide 


1147 


++ 


4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(3-methylthio)- 1 -pyrrolidiny 1]- 1 (R)- 
methylpropyl]benzenesulfonamide 


1148 


-H- 


4-chloro-N-(2,5-dichlorophenyl)-N-[4-[3-[{methyithio)methyI]-l-piperidinyll-l(R)- 
methylbutyl]benzenesulfonainide 


1149 


++ 


4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[(phenyl)carbonyl]amino]-l- 
methyibutynbenzenesulfonamide 


1150 


++ 


4-chloro-N-(2,5-dichlofX)phenyl)-N-[5-[[4-(m^ylsulfonyl)methyl]-l-pip 
methylpentyl]benzenesulfonamide 


1151 


++ 


4-chloro-N-(2,5-dichlorophenyl)-N-[3-[(3-(methylsulfonyl)methyl]- 1 -piperidinyl]- 1 (R)- 
methylpropyl]benzenesulfonamide 


1152 




4-chloro-N-(2,5-dichlorophcny l)-N-(4-ani ino)- 1 -methy Ibuty l]benzehesulfonam ide 


1153 


++ 


4-chloro-N-(2,5-dichloropheny l)-N-(4-[(3-mcthy Ithio)- 1 -piperidinyl]- 1 (R)- 
methylbutyl]benzenesulfonamide 


1154 


++ 


4-chIoro-N-(2,5-dichlorophenyl)-N-[4-[[(phcnoxy)carbony IJaminoj- 1 - 
methyIbutyl]benzenesuIfonaniide 


1155 


-H- 


4-chloro-N-(2,5-dichlorophenyl)-N-[4-[[(benzoxy)carbonyl]amino]-l- 
methylbutyl]benzenesulfonamide 


1156 


-H- 


4-chioro-N-(2,5-dichloropheny!)-N-[3-[(4-methylthio)-l-piperidinyI]-l(R)- 
methylpropyl]benzenesulfonamide 


1157 


++ 


4.chloro-N-(2,5-dichlorophenyI).N-[4-[[4-(methylsulfonyI)methyl]-l-pipcridinyl]-l(R)- 
m ethy ibuty l]benzenesu 1 fonam ide 


1158 


+ 


4-chloro-N-(2.5-dichlorophenyl).N-[4-[N-(2,5-dichlorophenyl)-N-[(4- 
chlorophenyl)suIfony IJamino]- 1 (R)-niethy Ibuty IJbenzenesu I fonam ide 


1159 


+ 


4-chloro-N-{2,5-dichlorophenyI)-N-[3-[[3.(methylthio)methyl]- 1 -piperidinyl]- 1(R)- 
methyIpropyl]benzenesuIfonamide 


1160 


iU 1 1 


4-chloro-N-[5-chloro-2-fluorophenyl]-N-[ 1 (R)-methyl-(4- 
ethyisulfinyl)butyl]benzenesulfonamide 
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1161 


1 M i i 


4-chloro-N-[2,5-dichlorophenyl]-N-(l(R)-methyl-(4-((l- 
methylethyl)sulfonyl]butyl]benzenesulfonainide 


1162 


.MM 


4.chloro-N-[2,5-dichlorophenyl]-N-[l(R)-methyK4- 
methylsulfonyI)butyl]benzenesu]fonamide 


1163 




4-chloro-N-[5-chloro-2-fluoropheny l]-N-[ 1 (R)-inethy l-(4- 
ethylsu]fonyi)butyl]benzenesulfonamide 


1164 




4-chloro-N-[2,5-dichlorophenyl]-N-[ 1 (R)-methy I-{4. 
ethy Isulfony l)buty 1] benzenesul fonamide 


1165 




4-chloro-N-[5-chloro-2-f1uorophenyl]-N-[ 1 (R)-methy K4- 
methylsuIfonyl)butyI]benzenesulfonamide 


1166 




4-chloro-N-[2,5-difluorophenyl]-N-[l(R)-methyl-{4- 
ethylsulfonyl)butyl]benzenesulfonainide 


1167 




4-chloro-N-[5-chloro-2-fluoropheny l]-N-[ 1 (R)-methy I-(4- 
methy Isulfiny l)buty l]benzenesul fonam ide 


1168 




4-chloro-N-[2,5-dichlorophenyl]-N-[ 1 (R)-melhy l-(5- 
ethylsulfonyl)pentyl]benzenesulfonaniide 


1169 




4^hloro-N.[2,5-dichlorophenyl]-N-[l(R)-methyK4-[(l- 
methylethyl)sulfinyl]butyl]benzenesulfonamide 


1170 




4-chloro-N-[2,5-difluorophenyl]-N-[l(R)-methyK4- 
methy Isul fony 1 )buty 1 ] benzenesul fonatn ide 


1171 




4-chloro-N-[2,5-dichlorophenyl]-N-[ 1 (R>methy U(4- 
methylsulflnyi)butyl]benzenesulfonamide 


1172 




4-chloro-N-[2,5-dichlorophenyl]-N-[ 1 (R)-methyl-(4- 
ethylsulfinyl)butyl]ben2^nesulfonaniide 


1173 




4-chloro-N-[2,5-dichlorophenyl]-N-[ 1 (R>methyl-(5- 
ethylsuIfinyl)pentyl]benzenesulfonaniide 


1174 




4-chloro-N-[2,5-difluorophenyl]-N-[l(R)-methyI.(4- 
ethylsuifinyl)butyl]benzenesulfonamide 


1175 




4.chloro-N-[2,5-difluorophenyl]-N-[l(R)-methyK4- 
methy Isulfiny l)butyl] benzenesulfonamide 


1176 




4-chIoix)-N-[2,5-dlchlorophenyl]-N-[l(R)-methyl-(4-rnethyUhio)butyl]benzenesulfonamidc 


1177 




4-chIoro-N-(5-chloro-2-fluorophenyl]-N-[l(R)-methyl-(4- 
ethylthio)butyl]benzenesulfonaniide 


1178 




4-chloro-N-[5-chloro-2-fluoropheny l]-N-[ 1 (R)-methy I-(4- 
methy lthio)buty IJbenzenesulfonam ide 


1179 




4-chloro-N-[2,5-difluorophcnyl].N-[l(R)-methyl-(4-((l- 
methylethyl)sulfinyl]butyl]benzenesulfonamide 


1180 




4-chloro-N-[2,5-dichlorophenyl]-N-( 1 (R)-methy K3- 
ethylsulfonyi)propyl]benzenesuifonamide 


1181 




(6R)-6-[(2,5-dichlorophenyl)-[(4-chlorophenyl)sulfonyI]-aniino]-3-thioheptanoic acid 


1182 




4.chloro-N-[2.5-dichlorophenyl]-N-[ 1 (R)-methyl-(4-[(2- 
inethyIpropyl)suifinyl]butyl]benzenesulfonaniide 


1183 




4-chloro-N-[2,5-dichloropheny!]-N-[l(R)-methyl-(4-ethylthio)butyl]benzenesulfonaniide 


1184 


1 1 1 1 


4-chloro-N-[2,5.dichlorophenyl]-N-[l(R)-niethyI-(4-[(2- 
niethylpropyl)sulfonyI]butyl]benzenesulfonaniide 


1185 


HIM 


methyl(6R)-6-[(2,5-dichlorophenyl)-[(4-chlorophenyl)sulfonyl]-aniino)-3-thioheptanoate 


1186 




(5R)-5-[(2,5-dichlorophenyl)-[(4-chIorophenyl)suifonyI]-aniino]-3-thiohexanoic acid 


1187 


+-H- 


niethyl(6R)-6-[(2,5-dichlorophenyl)-[(4-chlorophenyl)sulfonyl]-ainino]-3-thioheptanoic 

acid, 3 -oxide 


1188 


4-f 


4-chIoro-N-[2,5-dichloropheny l]-N-[ I (R)-methy l-(4-[(2- 
methylpropyl)thio)sulfonyl]butyl]benzenesu!fonamide 


1189 


-H- 


4-chIoro-N-[2,5-dichlorophenyl]-N-[l(R)-methyl-(3-ethyithio)propyl]benzencsulfonamide 
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NUMBER 


ACTIVITY 


COMPOUND 


1190 


-H- 


4-chloro-N-[2,5-dichloropheny l].N-( 1 (R).methyI-(4-(( I - 
methylethyI)thio]butyI]benzenesulfonamide 


1191 


++ 


me%l(6R)-6-[(2,5-dichlorophenyl)-[(4-chlorophenyl)sulfonyll-amino]-3-thioheptan 

acid, 3,3-ciioxide 


1192 


-f-H 


(4R)-4-[N-[5-chloro-2-fluorophcnyl][(4-chlorophenyl)sulfonyl]amino]pentylsulfonicacid 


1193 


-H- 


methyl(6R>6-[(2,5-dichlorophenyI)-[(4-chlorophenyl)sulfonyl]-amino]-3-thiohexanoic 

acid, 3-oxide 


1194 


++ 


(4RH-[N-[2,5-dichlorophenyl][(4-chlorophenyl)sulfonyl]amtno]pentylsulfonicac 


1195 


+ 


methyl(4R)-4-[N-[2,5-dichlorophenyI][(4-chlorophenyl)sulfonyI]amino]pentylsulfonate 


1196 


+ 


(6R)-6-[(2,5-dichlorophenyl)-[(4^;hIorophenyl)sulfonyl]-amino]-3-thioheptanoicaci^ 3- 

oxide 


1197 


+ 


(6R)-6-[(2,5-dichlorophenyl)-[(4-chIorophcnyI)sulfonyl]-araino]-3-thioheptan^^ 3.3- 

dioxide 


1198 





4-chloro-N-[2,5-dichlorophenyl]-N-[4-[( 1 -azetidiny l)sulfony 1]- 1 (R)- 
methyibuty!]ben2enesu!fonamidc 


1199 


Mill 


4-chloro-N-[2,5-dichlorophenyl]-N-[4-[(methy laiiiino)sulfony i]- 1 (R)- 
methylbutyl]benzenesuIfonamide 


1200 


1 1 i i 1 


4-chloro-N-[2.5-difluoropheny l)-N-[4-[( 1 -azetidiny l)sulfonyI]- 1 (R)- 
methylbutyl]benzenesulfonainide 


1201 


1 1 II 1 


4-chloro-N-[2,5-dichlorophenyl]-N-[4-[(dimethylaniino)sulfonyl]- 1 (R)- 
methylbutyljbenzenesulfonamide 


1202 


1 1 1 II 


4-chloro-N-(5-chloro-2-fluorophenyl)-N-[4-[(dimethyIaniino)suIfonyI]-l(R)- 
methylbutyl]benzenesuIfonamide 


1203 


Mill 


4-chloro-N-(5-chloro-2-fluoroplienyl)-N-[4-[(methyIamino)sulfonyI]-l(R)- 
inethylbutyl]benzenesulfonamtde 


1204 


M M 1 


4-chloro-N-[2,5-dichloropheny Il-N-[4-[( 1 -pyiTolidinyl)sulfonyI]- 1 (R)- 
tnethylbutyl]benzenesulfonamide 


1205 


Mill 


4-chloro-N-(5-chloro.2-fluorophenyl>N-[4-[( 1 -pyrroIidinyl)sulfonyl]- 1 (R)- 
methylbutyl]bcnzenesulfonamide 


1206 


Mill 


4-chloro-N-[2,5-difluoropheny l]-N-[4-[(dimethy lamino)sulfony i]- 1 (R)- 
methylbutyljbenzenesulfonamide 


1207 


Mill 


4-chloro-N-[2,5-difluorophenyl]-N-(4-[(methylamino)sulfonyl]- 1 (R> 
methylbutyl]benzenesulfonamide 


1208 


Mill 


4-chlorc>-N-[2,5-dichlorophenyl]-N-[4-[(ethylamino)sulfonyl]-l(R}- 
methyibuty]]benzenesulfonamide 


1209 


II 1 II 


4-chloro-N-[2,5-dichlorophenyl]-N-[4-[(4-morphoIinyl)suIfonyl]-I(R). 
methy Ibuty IJbenzenesulfonam ide 


1210 


Mill 


N-[4-{aminosulfonyl)-l(R)-methylbutyi]-4-chloro-N-(2,5- 
dichlorophenyl)benzenesulfonamide 


1211 


II 1 II 


4-chIoro-N-[2,5-dichlorophenyl]-N-[4-[(4-thiomorpholinyI)sulfonyl]-l(R)- 
niethyibutyi]benzenesulfonamide 


1212 


Mill 


4-chloro-N-[2,5-dichiorophenyi]-N-[4-[|N-(l -methy lethyl)mclhylamino]sulfo^^ 
methylbutyljbenzenesulfonamide 


1213 


Mill 


4-chloro-N-[2,5-dichloropheny l]-N-t4-[(diethy lainino)sulfony 1]- 1 (R)- 
methylbutyljbenzenesulfonamide 


1214 


1 II II 


4-chloro-N-[2,5-dichlorophenyl]-N-[4-[[(tetrahydro- 1 , 1 -dioxido-3-thienyI)amino]su!fonyl]- 
l(R)-methylbutyi]benzenesulfonaniide 


1215 


++++ 


4.chioro-N-[2,5-dichlorophenyl].N-[4-[[(N-cyclopentyl)methylamino]su!fonyl]-l(R)- 
methy Ibuty IJbenzenesulfonam ide 


1216 


+++ 


4-chloro-N-[2,5-dichlorophenyi]-N-[4-[(2-methyIpropyIamino)suIfonyI]-l(R)- 
methylbutyl]benzenesulfonamide 


1217 


Mill 


4-chloro-N-[5-chloro-2-(hydroxymethyl)pheny I]-N-[ 1 (R)-methyl-(4- 
ethylsulfonyl)butyl]benzenesulfonamide 


1218 


Mill 


4-chloro-N-[5-chloro-2-(hydroxymetfiy Opheny ll-N-[ I (R)-methy l-(4-[( 1,1- 
dimethylethyl)suifonyl]butyl]benzenesuIfonamide 
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NUMBER 


ACTIVITY 


COMPOUND 


1219 


1 1 1 1 1 


4-chloro-N-[5-chloro.2-(hydroxymethyl)phenyl]-N-[l(R)-methyl-(4-[(l. 
methylethyi)su[finyl]butyl]benzenesulfonainide 


1220 


1 It 1 1 


4-chloro-N-[5-chloro-2-(hydroxymethy l)phenyi]-N-[ 1 (R)-methy l-(4-[( 1 - 
methylethyl)sulfony!]butyl]benzenesulfonaniide 


1221 


(MM 


4-chloro-N-[5-chloro-2-(hydroxymethy Opheny l]-N-[ 1 (R)-methy l-(4.[{ 1,1- 
dimethylethyI)sulfiny!]butyi]benzenesuIfonamide 


1222 


M M 1 


4^;hloro-N-[5-chIoro-2-(hydroxymcthyl)phcny l]-N-[ 1 (R>inelhyl-(4- 
ethy Isuiflny l)buty 1] benzenesulfonam ide 


1223 


M M 1 


4-chloro-N-[5-chioro-2-(hydroxymethyl)phenyl]-N-( 1 (R)-methy !-(4-[( 1 - 
methyIcthyl)thio]butyI]benzenesuIfonamide 


1224 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl].N-[ 1 (R)-methy K4- 
methylsulfinyl)butyl]benzenesulfonainide 


1225 




4-chloro-N-[5-ch!oro-2-(hydroxymethyl)phenyl]-N-[ 1 (R)-mcthyl-(4- 
methyIsulfonyl)butyI]beiizenesulfonamide 


1226 


M M 1 


4-chloro-N-[5-chIoro-2-(hydroxymethy l)phenyl]-N"[ 1 (R)-methy K4- 
phcnylthio)butyl)benzenesuIfonainide 


1227 


M M 1 


4-chloro-N-[5-chIoro-2^hydroxymethy Opheny I]-N.[ 1 (R)-methy l-(4- 
ethylthio)butyl]benzenesulfonamide 


1228 


M M 1 


4-chloro-N-[5-chloro-2-(hydroxymethy l)phcnyl]-N-[ 1 (R>inethy l-(4- 
methy lthio)buty l]benzenesul fonam ide 


1229 




4.chloro-N-[5-chloro-2-(hydroxymethy Ophcny l].N-[ 1 (R)-methyl-(4-[( 1,1- 
dimethylethyl)thio]butyl]benzenesu!fonamide 


1230 


++++ 


4-methy Isulfony l-N-[5-chloro-2-(hydroxymethy I)pheny I]-N- [ I (R)-methy l-(4- 
methylsulfonyl)butyl]beti2enesulfonamide 


1231 


-H- 


(4R)-4-[N.[5-chloro-2-(hydroxymethyl)phenyi][(4. 
chlorophenyl)suIfonyl]amino]pentylsulfonic acid 


1232 


+ 


4-ethylthio-N-[5-chIoro-2-(hydroxymethyl)phenyl]-N-[l(R)-methyl-(4- 
cthvlthiolbutvllbenzenesulfonamide 


1233 


+++++ 


4-chIoro-N-[5-chloro.2-(hydroxymcthyl)phenyl]-N-[4-[(me%lamino)^^ 

m eth V 1 butv ! 1 henzenesul fnnam i He 


1234 




4-chloro-N-[5-chloro-2-(hydroxymcthyl)phenyl]-N-[4-[(dimethylamino)sulfonyl]-l(R)- 
methv Ibutv i Ibenzen esu ) fonam id e 


1235 




4-chloro-N-[5-chloro-2-(hydroxymethyl)phenyl]-N-[4-(aminosulfonyl)-l(R)-methylbuty^^ 

benzenesulfonamide 


1236 




4-chloro-N-[5-chloro-2-(hydroxymethy Opheny 1]-N- [4- [N-(cyclopropy Imethy l)-N-[3-( I H- 
imidazol- 1 -yl)propyl]aminosulfony 1]- 1 (R)-inethy Ibuty l]benzenesuIfonaniide 


1237 




4-Chloro-N-(2,5-dichlorophenyl)-N-[2*[[[pyiTolidin-l -yl]carbonyl]oxy]-(R)- 1 - 
methylcthy l]benzenesul fonam ide 


1238 




4-Chloro-N-(2,5-difluorophenyl)-N-[2.[[[pyrrolidin- 1 -y IJcarbony i]oxy]-(R)- 1 - 
iTiethylethyl]benzenesulfonainide 


1239 




4-Chloro-N-(2,5-difluorophenyl)-N-[2-[[N'-[3-( I H-imidazol- 1 -yOpropylamino] 
carbonvlloxvl-^RV 1 -methvlethvllbenzenesulfonamide 


1240 




4.Chloro-N-(2,5.dichlorophenyl)-N-[2-[[N*-[3KlH-imida2olM-yl)propylamino] 
carbonvlloxvl-f RV 1 -methvlethvllbenzene^iulfonarn ide 


1241 




4.Chloro-N-(2,5-dichlorophenyl)-N-[2-[[[(S)-2-(hydroxymethyl)pyrrolidm-l. 
vnicarbonvIloxvl-rRV 1 -methvlethvllbenzenesulfnnamide 


1242 




4-Chloro-N-(2,5-dichlorophenyl)-N.(2-[[N'-[2-(piperidin- 1 -yl)elhylamino] carbonyljoxyj- 

rR% 1 -methvlethvIlhenTf^npiiiIfnnam iHp 


1243 




4-Chloro-N-(2-fluoro-5-chlorophenyI)-N-[2-[[[pyrroIidin- 1 -y IJcarbony l]oxy]-(R)- 1 - 
methvleth vllbenzfinecul fnnam iHp 


1244 




4-Chloro-N-(2-fluoro-5-chIorophenyl)-N-[2-[[N*-[3-( 1 H-imidazol- 1 -yl)propylamino] 

CarbonvlloxvWRVI -nnethvlethvI1hf*n7enp<:iilfr»namiHp 


1245 




4-Chloro-N-(2-fluoro-5-chloropheny l)-N-[2-[[N'-{2-( 1 H-imidazol-4- 
yI)ethylamino]carbonyl)oxy]-(R)-l-methylethyl]benzenesulfonamide 


1246 




4-Chloro-N-[5-chIoro-2-(hydroxymethyl)phcnyl]-N-(2-[[N'-[3-(lH-imidazol-l- 
yl)propylamino]carbonyl]oxy)-(lRH2R)-dimethylethyl]benzenesulfonamide 


1247 




4-Chloro-N-(2,5-dichloropheny l)-N-[2-[[[N'-I3-( 1 H-imidazol- 1 -y l)propyl]-N'- 
ethylamino]carbonylloxyl-(R)- 1 -methylethyllbenzcnesulfonamide 
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NUMBER 


ACTIVITY 


COMPOUND 


1248 




4.Chloro-N-(2,5-dichlorophenyl)-N-[2-[[N'-[3-(lH.tetrazoI-l-yl> 
propyiamino]carbonyI]oxy]-(R)- 1 -methylethyI]benzenesulfonaniide 


1249 




4-Chloro-N-(2,5-dichlorophcnyl)-N-[2-[[N'-.[2-(hydroxyelhyl)-N'- 
methy laminojcarbony l]oxy]-(R)- 1 -methy lethy llbenzenesulfonamide 


1250 




4-ChIoro-N-(2,5.dichIorophcny l)-N-[2-[[[N'-[3-( 1 H-tmidazol- 1 -y l)propy l]-N'- 
methylamino)carbonyl]oxy]-(R)- 1 -methylethyl]benzenesulfonaniide 


1251 




4-Chloro-N-[5-chloro-2-(hydroxymethyI)phenyl]-N-[2-[[[N'-[3 

N'-cyc)opropyiniethylamino]carbonyl]oxy]-(R)-l-methy]ethyl]benzenesuIfonainide 


1252 




4-Chloro-N-[5-chloro-2"(hydroxymethyl)phenyl]-N-[2.[[[N'.[3-(lH-imidazol-l-yO 
N'-(2-methylethyl)amino]carbonyl]oxy]-(R)-I-methylcthyl]benzenesuIfonamide 


1253 


++ 


4-chloro-N-(2,5-dichlorophenyl)-N-[l-(S)-[l-[2-(methylsulfonyl)ethyl] pyrrolidin-2- 
yl]ethyl]benzenesulfonainide 


1254 


+ 


4-chloro-N-(2,5-dichlorophenyl>N-[ 1 -(S)-pyrrolidin-2-y I]ethy Ijbetizene sulfonamide 


1255 


+ 


4-chloro-N-(2,5-dichlorophenyI)-N-[ 1 -(S)-[ 1 -[( 1 , 1 -dimcthylethoxy) carbonyl]pyrTolidin-2- 

yl]ethyi]benzenesulfonamide 


1256 


++ 


(R)-4-Chloro-N-(5.chloro-2-fluorophcnyl)-N-[4-[N-(S)-[l-(methoxycarbonyl)-3- 
methylbutyllamino]- 1 *inethyl-4-oxobutyi]benzenesulfonainide 


1257 




(R)-4-Chloro-N-(5-chloro-2-fluorophcnyl)-N-[4-[N-(S)-[l-(mcthoxycarbonyl)-2- 
methylpropyl]amino]- 1 *inethyl-4-oxobutyl]benzenesulfonamide 


1258 




(RH-ChIoro-N-(5<hIoro-2-fluorophenyI)-N-[6.[N-(S)-[l<methoxycarbonyl).^ 
methy lbutyl]amtno]- 1 -methy I*6-oxohexyl]benzenesulfonamide 


1259 




(R)-4-Chloro-N-{5-chloro-2-fluorophcnyl)-N-[6-[N-(S)-[l-(carboxy)-3-mcthylbuty^ 
1 -methy !-6-oxohexyl]benzenesuIfonamide 


1260 




(R)-4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[6-[N-(S)-[l-(methoxycarbonyI)-3- 
methylbutyl]amino]- 1 -methyl-6-oxohexyl]benzenesulfonamide 


1261 




(R)-4-Chloro-N-(5-chloro-2-fluorophenyl)-N-(6-rN-(S)-[l-(methoxycarbonyl)-2- 
methylpropyl]amino]- 1 -mcthyl-6-oxohexyI]benzenesuIfonamide 


1262 




(RH-Chloro-N-(5-chloro-2-fluorophenyl)-N-[6-[N-(S)-[l-(carboxy)-2- 
methyIpropyl]amino]- 1 -methy]-6-oxohexyl]benzenesulfonamide 


1263 


-H-H- 


(R)-4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[6-[N-(S)-[l-(carboxy)-3-methylbutyl]amino] 
l-methyl-6-oxohexyl]benzenesuIfonamide 


1264 


++ 


(R)-4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[5-[N-(S)-[l-(methoxycarbonyl)-2- 
methylpropyl]amino]- 1 -methy 1-5 -oxopentyl]benzenesuIfonamide 


1265 


+++ 


(R>4-Chloro-N-(5-chloro-2-fiuorophenyl)-N-[5-[N-(S)-[l-(methoxycarbonyI)-3- 
methylbutyl]amino]- 1 -methyl-5-oxopenty Ijbenzenesuifonamide 


1266 


M M 1 


(RH-ChIoro-N-(5-chloro-2-fluorophenyl).N.[5-[N-(R)-[Hmethoxycarbon 
methy lpropyl]amino]- 1 -methyl-5-oxopenty l]benzenesulfonamide 


1267 


++++ 


(R)-4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[5-[N-(R)-[l.(methoxycarbonyl)-3- 
methylbutyljamino]- 1 -methy l-5-oxopentyl]benzenesulfonamide 


1268 


-H- 


(R)-4-Chloro-N-(5-chloro-2-fluorophenyl).N-[5-[N-(S)-[l-(carboxy)-2- 
methylpropyl]amino]- 1 -mcthyl-5-oxopentyI]benzenesulfonamide 


1269 


++ 


(R)-4-ChIoro-N-(5-chioro-2-fluorophenyi)-N-[5-[N-(S)-[l-(carboxy)-3-mcthylbutyl]amino] 
1 -methy l-5-oxopentyi]benzenesulfonamide 


1270 


MM 


(R)-4.Chloro-N.(5-chloro-2-fluorophenyl)-N-[5-[N-(R)-[l-(carboxy)-2- 
methyipropyllaminol- 1 -methy l-5-oxopentyllbenzenesulfonamide 


1271 


-HH- 


(R)-4-Chloro-N-(5-chloro-2-fluorophenyl)-N-[5-[N-(R)-[l-(carboxy)-3-methylbutyl]amino] 
l-methyl-5-oxopentyI]benzenesulfonamide 


1272 




(R)-4-Chloro N-(5-chloro-2-fluoropheny l)-N-( 1 -methy I-6-( 1 , 1 -dioxo-2-methy 1-4- 
th iomorphol i ny l)-6-oxohexy 1] benzenesu I fonam ide 


1273 




(R)-4.Chloro N-(5-chloro-2-fluorophenyl)-N-[ 1 -methy l-6-( 1 , 1 -dioxo-3-methy 1-4- 

thiomorpholinyl)-6-oxohexyl]benzenesulfonamide 


1274 




(R)-4-Chloro-N-(5-chloro-2-flouropheny I)-N-[ 1 -methy l-6-( 1 , 1 -dioxido-2-methy 1-4- 
thiomorhpolinyl)hexyl]benzenesulfonamide 


1275 




{R)-4-Chloro-N-(5-chloro-2-flourophenyl)-N-[ 1 -methy l-6-( 1 , 1 -dioxido-3-methy 1-4- 
thiomorhpolinyl)hexyl]benzenesulfonamide 


1276 




(R)-4-Chloro-N-(2,5-difluorophcnyl)-N-[ 1 -[4-fluoro.2-[ 1 -(2-methy 1-4- 
thiomorpholinyl)butanoyl]phenyl]ethyl]benzenesulfonamide 



wo 00/50391 



357 



PCT/US00/04S60 



NUMBER 


ACTIVITY 


COMPOUND 


1277 


1 M M 


(RH-ChIoro-N-(2,5-difluorophcny l)-N-[ 1 .(4-fluoro-2-[ I -( I , I -dioxo-2-methyl-4- 
thiomorpholinyl)butanoyl]phenyI]ethyl]benzenesulfonamide 


1278 


t 1 M 1 


(R)-4-Ch!oro-N-(2,5-difluoropheny l)-N-[ 1 -[4-fluoro-2-[ 1 -( 1 , 1 -dioxo-2-niethy 1-4- 
thiomorpholinyl)butyl]phenyI]ethyl]benzenesulfonamide 
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NUMBER 


COMPOUND 


ACTIVITY 


1279 


OH 

j 


1 1 < > 1 

1 T T t r 


1280 


O 0 •mn ESQ 


i 1 1 1 1 


1281 


c 

O OS 


a ow 


+++++ 


1282 


CM, O Ob«sO 


i 1 1 M' 


1283 


a ^ 


1 1 M 1 


1284 




M M i 


1285 




-H-H-+ 


1286 




M M 1 


1287 




■Mill 


1288 


o ^ 


1 M H 
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NUMBER 


COMPOUND 


ACTIVITY 


1289 




OH ChftI 

o=s=o 




t 1 1 M 








1290 




OK CN<tl 

o 




+ 


1291 




OH 
OBtaO 


4 


M M 1 






1292 


c 
c 


ON CMMf 






1293 






1294 




1 M M 


1295 


XT'- '-^-^ 

o 


M M i 


1296 


o 




1297 






II 


1 '1 i I"! 
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NUMBER 


COMPOUND 


ACTIVITY 


1298 


OH 


CHIrat 


1 M M 


1299 




++ 


1300 




++ 


1301 




+ 


1302 




+ 


1303 


. 0' 


++ 


1304 




++ 


1305 




+ 


1306 


C 

O Oa 




+ 


1307 




-o 


++ 
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NUMBER 


COMPOUND 


ACTIVITY 


1308 




++ 


1309 


CO" 


+ 


1310 


• .p 


+ 


1311 


a BM 


+ 


1312 


CH.O rV' 


+ 


1313 




++ 


1314 




++ 


1315 




+ 


1316 


0° 


+ 


1317 


y— y Own 


+ 
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NUMBER 


COMPOUND 


ACTIVITY 


1318 




+ 


1319 




+ 


1320 


T 1 » 


++ 


1321 


>• 


++ 


1322 


8 1 " 


+ 


1323 ' 


cr e— 


+ 


1324 




+ 


1325 




+ 


1326 




+ 


1327 


» 0 


+ 
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NUMBER 


COMPOUND 


ACTIVITY 


1338 


a «»• 


++ 


1339 




++ 


1340 




+ 


1341 




++ 


1342 




++ 


1343 




+ 


1344 




++ 


1345 


o 0 


++ 


1346 




++ 


1347 


a 


++ 
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NUMBER 


COMPOUND 


ACTIVITY 


1348 


OS Ci«i 


+ 


1349 


" la 


++ 


1350 


. 

XT 


++ 


1351 


o\ o ^^^^ 


+ 


1352 


X)' 


+ 


1353 




+ 


1354 




+ 


1355 




+ 


1356 




+ 


1357 


>■ 


++ 
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NUMBER 


COMPOUND 


ACTIVITY 


1358 




++ 


1359 




+ 


1360 


^^^^ &\AJ 


++ 


1361 


^^^^ 

jix- 


+ 


1362 




+ 


1363 




+ 


1364 


a 


+ 


1365 




+ 


1366 


A^ 


+ 
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Inspection of the extensive dates presented in the preceding Table reveals that a wide variety of 
compounds of the generic formula provided herein display activity in an in vitro cell-based assay, 

5 While the invention has been described in detail with reference to certain preferred 

embodiments thereof, it will be understood that modifications and variations are within the spirit and 
scope of that which is described and claimed. 
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WHAT IS CLAIMED IS: 

1 . A compound having the structure: 

D G 

C o 

N-S— J 

y " 
£ O 

S and pharmaceutically acceptable salts thereof, wherein: 

D is hydrogen, substituted or unsubstituted hydrocarbyl, substituted or unsubstituted 
heterocycle optionally having one or more double bonds, halogen, alkoxyl, ester, amide, or 

D and G, taken together, form a substituted or unsubstituted cyclic moiety; and 

E, is hydrogen, substituted or unsubstituted hydrocarbyl, substituted or unsubstituted 
10 heterocycle optionally having one or more double bonds, alkoxyl, amide, sulfonyl, sulfonamidyl, 
sulfide or alkoxyl; or 

J and E, taken together, form a substituted or unsubstituted cyclic moiety; and 

G, when not part of a cycHc moiety including D, is substituted or unsubstituted hydrocarbyl, 
substituted or unsubstituted heterocycle optionally having one or more double bonds, amine, amide, 
1 5 ester, ether or carbamate; or 

J, when not part of a cyclic moiety including E, is substituted or unsubstituted hydrocarbyl, 
heterocycle optionally having one or more double bonds. 



2. The compound of claim 1, wherein: 
20 D is H or lower alkyl; 

E, G and J are independently substituted or unsubstituted aromatic. 

3. The compound of claim 1, wherein: 

E, G and J are independently substituted or unsubstituted 5-, 6- or 7-membered 
25 aromatic. 



4. The compound of claim 3, wherein: 

E, G and J are independently substituted or unsubstituted aryl. 
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The compound of claim 4 wherein: 

substituent(s) on E is(are) independently substituted or unsubstituted alkyl, halogen, 
hydroxy, ester, -S-alkyl, NO2 or SO2; 

substituent(s) on G is(are) independently substituted or unsubstituted alkyl, alkenyl, 
alkynyl, cycloalkyl, halogen, amide, amine, hydroxy, sulfonyl, sulfonamide, 
-(CH2)„-0-(CH2)m-amine, KCH2)n-0-(CH2)m-heterocycle, or -(CH2)„-0-(CH2)„,-amide, 
wherein n and m are independently 0, 1, 2, 3, 4 or 5; and 

substituent(s) on J is (are) independently substituted or unsubstituted alkyl, halogen, 
ether, -S-alkyl, or -S-aryl. 

The compound of claim 5, wherein: 

substituent(s) on E and J is (are) halogen; and 
substituent(s) on G is (are) halogen and/or substituted alkyl. 

The compound of claim 1, wherein: 
D is H or lower alkyl; 
E is substituted or unsubstituted aryl; 
G is substituted or unsubstituted aryl; and 
J is substituted or unsubstituted polycyclic radical. 

The compound of claim 1, wherein: 
D is H or lower alkyl; 
E is substituted or unsubstituted aryl; 
G is substituted or unsubstituted aryl; and 
J is substituted or unsubstituted alkyl, alkenyl or alkynyl. 

The compound of claim 1, wherein: 
D is H or lower alkyl; 
E is substituted or unsubstituted aryl; 
G is substituted or unsubstituted aryl; and 

J is substituted or unsubstituted heterocycle optionally having or more double bonds. 
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10. The compound of claim 1 , wherein: 

D is H or lower alkyl; 

G is substituted or unsubstituted aryl; 

E and J, taken together, form a substituted or unsubstituted bicyclic or polycyclic 
5 moiety. 

1 1 . The compound of claim 1 , wherein: 

D is H or lower alkyl; 

E is substituted or unsubstituted alkyl, alkenyl, or alkynyl; . 
10 G is substituted or unsubstituted aryl; and 

J is substituted or unsubstituted aryl. 

1 2 . The compound of claim 1 , wherein: 

D is H or lower alkyl; 

15 E is substituted or unsubstituted cycloalkyl, cycloalkenyl, or cycloalkynyl; 

G is substituted or unsubstituted aryl; and 
J is substituted or unsubstituted aryl. 

The compound of claim 1, wherein: 
D is H or lower alkyl; 

E is substituted or unsubstituted polycyclic radical; 
G is substituted or unsubstituted aryl; and 
J is substituted or unsubstituted aryl. 

14. The compound of claim 1 , wherein: 
D is H or lower alkyl; 

E is substituted or unsubstituted heterocycle optionally having one or more double 
bonds; 

G is substituted or unsubstituted aryl; and 
J is substituted or unsubstituted aryl. 

15. The compound of claim 1, wherein: 
D is H or lower alkyl; 
E is substituted or unsubstituted aryl; 

35 G is substituted or unsubstituted alkyl, alkenyl and alkynyl; and 

J is substituted or unsubstituted aryl. 



13. 

20 
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1 6. The compound of claim 1 , wherein: 

D is H or lower alkyl; 

E is substituted or unsubstituted aryl; 

G is substituted or imsubstituted cycloalkyl, cycloalkenyl or cycloalkynyl; 
5 J is substituted or unsubstituted aryl. 

17. The compound of claim 1, wherein: 

D is H or lower alkyl; 
E is substituted or unsubstituted aryl; 
10 G is ester or carboxylate; 

J is substituted or unsubstituted aryl. 

1 8 . The compound of claim 1 , wherein: 

D is H or lower alkyl; 
15 E is substituted or unsubstituted aryl; 

J is substituted or unsubstituted aryl; and 
G is substituted or unsubstituted polycyclic radical. 

The compound of claim 1, wherein: 
D is H or lower alkyl; 
E is substituted or unsubstituted aryl; 
G is -(CHR,)n-0-(CHR2)m-CONR3R4, wherein 
n is 1, 2, 3 or 4; 
mis 0, 1,2, 3 or 4; 

Ri and R2 are independently H, or substituted or unsubstituted alkyl; 
R3 and R4 are independently H, substituted or unsubstituted alkyl; 

or R3 and R4 cooperate to form a substituted or unsubstituted cyclic 
moiety; and 
J is substituted or unsubstituted aryl. 

20. A composition comprising a compound according to claim 1 in a pharmaceutically acceptable 
carrier therefor. 



19. 



20 



25 



21. A method of modulating the level of Amyloid Beta Precursor Protein (APP), said method 
35 comprising contacting said protein with at least one compound according to claim 1 . 
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22. A method according to claim 21, wherein said APP is APP75,, APP695wt, APVeimfu 
APP67(V67i/7i7, sAPP, o-sAPP, or p-sAPP. 



23. A method for treating disease conditions, said method comprising administering to a patient 
having a disease condition a therapeutically effective amount of at least one compound according to 
claim 1. 



24. A method according to claim 23, wherein said disease condition is amyloid angiopathy, 
cerebral amyloid angiopathy, systemic amyloidosis, an Alzheimer's disease, hereditary cerebral 
hemorrhage with amyloidosis of the Dutch type, inclusion body myositis, and Down's syndrome. 

25. A method for preventing disease conditions in a subject at risk thereof, said method comprising 
administering to said subject a therapeutically effective amount of at least one compoimd according to 
claim 1. 



10 26. A method for treating a subject in need thereof to decrease production of Ap, said method 
comprising administering to said subject an effective amount of the compound according to claim 1 . 
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